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WHAT IS CLAIMED IS DESCRIBED BELOW: 



10 



20 



A compound, comprising: a targeting moiety and a 
chelator, wherein the targeting moiety is bound to 
tije chelator, is an indazole nonpeptide, and binds 
to ^ receptor that is upregulated during 
angi\genesis and the compound has 0-1 linking groups 
betwe^fi the targeting moiety and chelator. 

A compound according to Claim. 1, wherein the 
receptor Is the integrin 0^03 or and the 

compound isv of the formula: 



(QM-Ln-Ch or (Q) d -L n - (Ch)d' 

15 wherein, Q is independently a compound of Formula (la) 
or (lb) : 




l X-\N d — X d — Y d 



x d_ Y d 
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including stereoisomeric forms thereof, or mixtures of 
sctereoisomeric forms thereof, or pharmaceutical^ 
acceptable salt or prodrug forms thereof wherein: 

5 X ld is N, Cl\ C-W d -X d -Y d , or C-L n ; 

X 2d i s N/ CH,\pr C-W d -X d -Y d ; 

X 3d is N, CR lld \ or C- W d - X d - Y d ; 

X 4d is N or CR llc 

10 provided that when V ld is R lde then one of X ld and X 2d is 
C-W d -X d -Y d , an^ViWljen R 10d is R lde then X 3d is C- W d - 
X d - Y d ; 



R ld is selected from: R ld «\ Ci-Ce alkyl substituted with 
15 0-1 R 15d or 0-1 R 21d , CS-C 6 alkenyl substituted with 

0-1 R 15d or 0-1 R 21d , 03-^7 cycloalkyl substituted 
with 0-1 R 15d or 0-1 R 21d ,\c4-Cn cycloalkylalkyl 
substituted with 0-1 R 15d o\ 0-1 R 21d , aryl 
substituted with 0-1 R 15d or\o-2 R lld or 0-1 R 21d , and 
20 aryl(Ci-C 6 alkyl)- substituted^ with 0-1 R 15d or 0-2 

R lld or 0-1 R 21d ; 



-282- 



DM-6999A 




DM-6999A 



A ld efcnd B ld are independently -CH 2 - or -N(R 3d )-; 

D d is -V(R 2d )-, -0-, -S-, -C(=0)- or -S0 2 -; 
5 \ 

E d -F d is \c (R 4d ) =C (R 5d ) -N=C(R 4d )-, -C(R 4d )=N-, or 
-C(R 4d 0 2 C(R 5d ) 2 -; 

J d , K d , L d ana M d are independently selected from 
10 -C (R 4d ) - A -C (R 5d ) - and -N-, provided that at least 

one of J d ,\K d , L d and M d is not -N- ; 



R 2d is selected from: H, C1-C6 alkyl, (Ci-C 6 



15 



20 



alkyl ) carbony]\, (( 
alkyl) aminocarbi 
C4-C11 cycloc 
alkyl ) carbonyl , 
aryl(Ci-C6 alkyj 



)alky])j 



25 



{ -Ce alkoxy) carbonyl ; (C±-Cs 
, C3-C6 alkenyl, C3-C7 cycloalkyl, 
cyl, aryl, heteroaryl (Ci-Ce 
:eroarylcarbonyl , 

(Ci-Ce alkyl ) carbonyl- , 
arylcarbonyl , C1-C6 alkylsulf onyl , arylsulf onyl , 
aryl (Ci-Ce alkyl) sulfonyl, heteroarylsulf onyl , 
heteroaryl (Ci-Ce alkyl )\sulf onyl , aryloxycarbonyl , and 
aryl(Ci-C6 alkoxy ) carbonyl , wherein said aryl groups 
are substituted with 0-2 \gubstituents selected from 
the group: C1-C4 alkyl, C:\-C4 alkoxy, halo, CF3, and 
nitro ; 



30 



R 3d is selected from: H, Ci-Ce alkyl, C3-C7 cycloalkyl, 

C4-C11 cycloalkylalkyl , aryl, aisyl (C1-C6 alkyl)-, and 
heteroaryl (C1-C6 alkyl ) - ; 

R 4d and R 5d are independently selected fxWi: H, C1-C4 

alkoxy, NR 2d R 3d , halogen, N0 2 , CN, Cf\ Ci-C 6 alkyl, 
C3-C6 alkenyl, C3-C7 cycloalkyl, C4-Ci^ 
cycloalkylalkyl, aryl, aryl(Ci-C6 alkyl )V (C1-C6 
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alWl ) carbonyl , (C1-C6 alkoxy ) carbonyl , and 
arwcarbonyl , or 

alternatively, when substituents on adjacent atoms, R 4d 
5 and R 5 H can be taken together with the carbon atoms 

to whicla they are attached to form a 5-7 membered 
carbocycVic or 5-7 membered heterocyclic aromatic or 
non-aromatic ring system, said carbocyclic or 
heterocyclic ring being optionally substituted with 
10 0-2 groups ^elected from: C1-C4 alkyl, C1-C4 alkoxy, 

halo, cyano , \amino, CF3 , and NO2 ; 

U d is selected fromA 

-(CH 2 ) n d -, \ 
15 - (CH 2 ) n d (CR 7d =CR 8d ) (CH 2 A™ d 7, 

-(CH 2 ) n d (C=C) (CH 2 ) m d -, W/ 

-(CH 2 ) t d Q(CH 2 ) m d -, ffO 

-(CH 2 ) n d O(CH 2 ) m d -, 3\ 

-(CH 2 ) n d N(R6 d ) (CH 2 ) m d -, \ 
20 -(CH 2 ) n d C(=0) (CH 2 ) m d -, \ 

-(CH 2 )n d (C=0)N(R^ d ) (CH 2 ) m d - \ 

~(CH 2 ) n d N(R 6d ) (C=0) (CH 2 ) m d -, and\ 

- ( CH 2 ) n d S ( 0 ) p d ( CH 2 ) m d - ; \ 

wherein one or more of the methylene groups in U d is 
25 optionally substituted with RA d ; 

Q d is selected from 1 , 2-cycloalkylena, 1 , 2-phenylene, 

1, 3-phenylene, 1 , 4-phenylene, 2 , j5 -pyridinylene , 3,4- 
pyridinylene, 2 , 4 -pyridinylene, and 3,4- 
30 pyridazinylene; \ 

R 6d is selected from: H, C1-C4 alkyl, andvbenzyl; 
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R 7d ana R 8d are independently selected from: H, C1-C6 
alWl, C3-C7 cycloalkyl, C4-C11 cycloalkylalkyl , 
ary\, aryl(Ci-C 6 alkyl)-, 
and Apteroaryl (C0-C6 alkyl) - ; 
5 \ 

R lOd i s selected from: H, R lde , C3.-C4 alkoxy substituted 
with 0-l\R 21d , N(R 6d ) 2 , halogen, N0 2 , CN, CF 3 , 
C0 2 R 17d , a(=0)R 17d , CONR 17d R 20d , -S0 2 R 17d , 
-SO 2 NR 17d R4 0d , Ci-C 6 alkyl substituted with 0-1 R 15d 

10 or 0-1 R 21d \ C 3 -C 6 alkenyl substituted with 0-1 R I5d 

or 0-1 R 21d Ac3-C7 cycloalkyl substituted with 0-1 
R 15d or o-l R^ d , C4-C11 cycloalkylalkyl substituted 
with 0-1 R 15d tfr 0-1 R 21d , aryl substituted with 0-1 
R l5d or o-2 R lld W 0-1 R 21d , and aryl(Ci-C 6 alkyl)- 

15 substituted with\oyl) R 15d or 0-2 R lld or 0-1 R 21d ; 

R l0de i s selected from: |ky C1-C4 alkoxy substituted with 
0-1 R 21d , N(R 6d ) 2/ -Halogen, N0 2 , CN, CF 3 , C0 2 R 17d , 
C(=0)R 17d , CONR 17d R 20d \ -S0 2 R 17d , -SO 2 NR 17d R 20d , Ci-C 6 

20 alkyl substituted with\p-l R 15d or 0-1 R 21d , C 3 -C 6 

alkenyl substituted withy 0-1 R 15d or 0-1 R 21d , C3-C7 
cycloalkyl substituted with 0-1 R 15d or 0-1 R 21d , 
C4-C11 cycloalkylalkyl substituted with 0-1 R 15d or 
0-1 R 21d , aryl substituted Wdth 0-1 R 15d or 0-2 R lld 

25 or 0-1 R 21d , and aryl (Ci-C 6 a\kyl ) - substituted with 

0-1 R 15d or 0-2 R lld or 0-1 R 21 \; 

R lld is selected from H, halogen, CF3 \ CN, N0 2 / hydroxy, 
NR 2d R 3d , C1-C4 alkyl substituted w\th 0-1 R 21d , C1-C4 
30 alkoxy substituted with 0-1 R 21d , aVyl substituted 

with 0-1 R 21d , aryl(Ci-C 6 alkyl)- substituted with 
0-1 R 21d , (C1-C4 alkoxy) carbonyl substituted with 0-1 
R 21d , (C1-C4 alkyl) carbonyl substituted yith 0-1 R 21d , 
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_-C 4 alkylsulf onyl substituted with 0-1 R 21d , and 
C1VC4 alkylaminosulf onyl substituted with 0-1 R 21d ; 

W d is selected from: 
5 - (C (R 12d ) 2)Vi d C (=0)N(R 13d ) -, and 
-C ( =0) -N (R!\ d ) " (C (R 12d ) 2 ) q d ~ ; 



10 



X d is -C(R 12d )\(R 14d ) -C (R 12d ) (R 15d ) -; or 

alternatively ,\W d and X d can be taken together to be 



I \CH 2 ) q d C (=0) -N _N-R 



-•Dl8d 



15 



R 12d is selected fromN 
alkenyl, C2-C6 all 
C4-C10 cycloalkylj 



halogen, C1-C6 alkyl, C2-C6 
iyl, C3-C7 cycloalkyl, 
eyl, (C1-C4 alkyl ) carbonyl , aryl, 



and aryl(Ci-C6 alkyl A- ; 



20 



25 



30 



R 13d is selected from H, Ci^C6 alkyl, C3-C7 

cycloalkylmethyl , and aryi(Ci-C6 alkyl) -; 

R 14d is selected from: 

H, Ci-C 6 alkylthio (Ci-C 6 alkVl) -, aryl(Ci-Ci 0 
alkylthioalkyl ) -, aryl (Ci-Cio\alkoxyalkyl ) -, C1-C10 
alkyl, C1-C10 alkoxyalkyl, Ci-Ok hydroxyalkyl , C2-C10 
alkenyl, C2-C10 alkynyl, C3-C10 cycloalkyl, C3-C10 
cycloalkylalkyl , aryKCi-Ce alkyi) - , heteroaryl (C1-C6 
alkyl)-, aryl, heteroaryl, C0 2 R 17c A C(=0)R 17d , and 
CONR 17d R 20d , provided that any of the above alkyl, 
cycloalkyl, aryl or heteroaryl groups may be 
unsubstituted or substituted independently with 0-1 
R 16d or o_ 2 R iid ; 
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10 



R 1 ^ is selected from: 

H, R 16d , C1-C10 alkyl, C1-C10 alkoxyalkyl, 
C1-C10 alkylaminoalkyl, C1-C10 dialkylaminoalkyl , 

C1-C10 alkyl) carbonyl, aryl (C3.-C6 alkyl ) carbonyl , 
C\-Cio alkenyl, C1-C10 alkynyl , C3-C10 cycloalkyl, C3- 
Ci\ cycloalkylalkyl, aryl (C1-C6 alkyl)-, 
het^roaryl (Ci-C 6 alkyl) - , aryl, heteroaryl, C0 2 R 17d , 
C(=0)\R 17d , CONR 17d R 20d , S0 2 R 17d , and SO 2 NR 17d R 20d , 
provided that any of the above alkyl, cycloalkyl, 
aryl or\ heteroaryl groups may be unsubstituted or 
substituted independently with 0-2 R lld ; 



Y d is selected B^rom: 

-COR 19d , -SO^H, -PO3H 
15 CONHS0 2 R 17d , \Ol 

-NHS0 2 R 17d , -OP' 
S0 2 NHCOR 17d , - 



tetrazolyl, -CONHNHS0 2 CF 3 , - 
2 NHR 17d , -NHCOCF 3/ -NHCONHS0 2 R 17d , 
-OSO3H, -P0 3 H 2 , -SO3H, - 
C0 2 R 17d , 



20 



25 



/ 



N 



'1 



H 



R 16d is selected from: 
_ N(R 20d) -c(=0) -0-R 17d , 
-N(R 20d )-C(=O)-R 17d , 
_ N(R 20d) -C (=0) -NH-R 17d , 
-N(R 20d ) S0 2 -R 17d , and 
_ N(R 20d) S o 2 -NR 20d R 17d ; 




CF3 



and HO O 



30 



R 17d is selected from: 

C1-C10 alkyl optionally substituted With a bond to 
L n » C3-C11 cycloalkyl optionally substituted with a 
bond to L n , aryl(Ci-C6 alkyl)- optionally substituted 
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_th a bond to L n , (Ci-C 6 alkyDaryl optionally 
siibstituted with a bond to L n , heteroaryl (Ci-C 6 
alkYl)- optionally substituted with a bond to L n , 
(Ci-Oc alkyl ) heteroaryl optionally substituted with a 
5 bond t\> L n , biaryl (C1-C6 alkyl)- optionally 

substituted with a bond to L n , heteroaryl optionally 
substituted with a bond to L n/ aryl optionally 
substitute^ with a bond to L n/ biaryl optionally 
substitutedV^ith a bond to L n/ and a bond to L n , 
10 wherein said >aryl, biaryl or heteroaryl groups are 

also optionally substituted with 0-3 substituents 
selected from tlae group consisting of: C1-C4 alkyl, 
C1-C4 alkoxy, arys^_, heteroaryl, halo, cyano, amino, 
CF 3 , and NO2 ; 

15 

R 18d i s selected from: 
-H, 

-C(=0) -0-R 17d , 
-C(=0) -R 17d , 
20 -C (=0) -NH-R 17d , 
-S0 2 -R 17d , and 
-SO 2 -NR 20d R 17d ; 



R l9d j_ s selected from: hydroxy, Ci-C^o alkyloxy, 
25 C3-C11 cycloalkyloxy , aryloxy, aiyyl (Ci-Ce alkoxy)-, 

C3-C10 alkylcarbonyloxyalkyloxy , O5-C10 

alkoxycarbonyloxyalkyloxy , 

alkoxycarbonylalkyloxy , 

C5-C10 cycloalkylcarbonyloxyalkyloxy , 
30 C5-C10 cycloalkoxycarbonyloxyalkyloxy , 

C5-C10 cycloalkoxycarbonylalkyloxy , 

C7-C11 aryloxycarbonylalkyloxy , 

C8~Cl2 aryloxycarbonyloxyalkyloxy , 

C8-C12 arylcarbonyloxyalkyloxy , 
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-5-Cio alkoxyalkylcarbonyloxyalkyloxy , 
c\-Cio ( 5-alkyl-l , 3 -dioxa-cyclopenten-2 -one- 

imethyloxy, C10-C14 (5-aryl-l, 3 -dioxa-cyclopenten- 
2-one-yl ) methyloxy , and 
(R i: ¥) (R 12d )N- (C1-C10 alkoxy)-; 



10 



15 



R 20d i s selected from: H, C1-C6 alkyl, C3-C7 cycloalkyl, 

C4-C11 \cycloalkylalkyl , aryl, aryl (Ci-Ce alkyl)-, and 
heteroaryl (Ci-Cs alkyl) 

R 2ld i s select^ from: COOH and NR 6d 2 ; 
d 



m 



n 



is 0-4 
is 0-4 
is 0-4 
is 0-2 
is 0-2 
is 0-2 



and 



with the following provisos^: 

d d d d 
20 (1) t , n , m and q are chosen such that the number of 

\ d 

atoms connecting R lcl and \ is in the range of 10-14; 
and 

d d \ d 

(2) n and m are chosen such tha\ the value of n plus 

d \ d 

m is greater than one unless \p i- s 

d d d 
25 -(CH 2 ) t Q (CH 2 ) m -; 



or Q is a peptide selected from the group: 
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\ / 

R 1 R 2 



and 



\ r 

l ivr 



10 



15 



20 



R 1 is L-valine\ D-valine or L-lysine optionally 

substitutes on the £ amino group with a bond to L n ; 

R 2 is L-phenylalamine, D-phenylalanine , 

D-l-naphthylalanine, 2 -amino thiazole- 4 -acetic acid 
or tyrosine, tlae tyrosine optionally substituted on 
the hydroxy gro\jp with a bond to L n ; 

R 3 is D-valine; 

R 4 is D-tyrosine substiqy^yed on the hydroxy group with a 
bond to L n ; 

provided that one of R 1 — c&nd k 2 in each Q is substituted 

with a bond to L n# and farther provided that when R 2 
is 2 -aminothiazole-4-acet\c acid, K is 
N-methylarginine ; 

provided that at least one Q is a\compound of Formula 
(la) or (lb); 



25 



d is selected from 1, 2, 3, 4, 5, 6\ 7, 8, 9, and 10; 
d' is 1-100; 



30 



L n is a linking group having the formula: 

( (W) h - (CR 6 R 7 ) g ) x- ( Z ) k" ( (CR 6a R 7a ) g . - ( W) h \ ) x * ; 

W is independently selected at each occurrer^ce from the 

group: 0, S, NH, NHC(=0), C(=0)NH, NR 8 C\=0) , C(=0)N 
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R 8 ,\C(=0), C(=0)0, 0C(=0), NHC(=S)NH, NHC(=0)NH, S0 2 , 
S0 2 NW, (OCH 2 CH 2 ) S / (CH 2 CH 2 0) s -, (OCH 2 CH 2 CH 2 ) s » , 
(CH 2 ck 2 CH 2 0) t , and (aa) t «; 

5 aa is independently at each occurrence an amino acid; 



10 



Z is selected £Vom the group: aryl substituted with 0-3 

R 10 , C3-10 cycloalkyl substituted with 0-3 R 10 , and a 
5-10 memberefl heterocyclic ring system containing 
1-4 heteroatoms independently selected from N, S, 
and O and substituted with 0-3 R 10 ; 



15 



20 



25 



R 6 , R 6a , R 7 , R 7a , and 
each occurrence 

P0 3 H, C1-C5 alkyl 
substituted with 0 
R 10 , and C1-C5 a 



e independently selected at 
?m/the group: H, =0, COOH, S0 3 H, 

:ituted with 0-3 R 10 , aryl 
10 , benzyl substituted with 0-3 
:y\ substituted with 0-3 R 10 , 



NHC { =0) R 11 , C (=0)NHR 11 \ NHC (=0)NHR 11 / NHR 11 , R 11 , and 
a bond to Ch; 

R 10 is independently selected at each occurrence from the 
group: a bond to C h , COOrV, C(=0)NHR 11 / NHC(=0)R 1:L , 
OH, NHR 11 , S0 3 H, PO3H, -OPo\h 2 , -OS0 3 H, aryl 
substituted with 0-3 R 11 , Ci\s alkyl substituted with 

0- 1 R 12 , Ci_5 alkoxy substituted with 0-1 R 12 , and a 
5-10 membered heterocyclic riria system containing 

1- 4 heteroatoms independently selected from N, S, 
and O and substituted with 0-3 t^ 11 



30 R 11 is independently selected at each occurrence from the 
group: H, alkyl substituted with 0-1 R 12 , aryl 
substituted with 0-1 R 12 , a 5-10 membered 
heterocyclic ring system containing 1-4 heteroatoms 
independently selected from N, S, and\0 and 
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10 



substituted with 0-1 R 12 , C3-10 cycloalkyl 
substituted with 0-1 R 12 , polyalkylene glycol 
substituted with 0-1 R 12 , carbohydrate substituted 
with\0-l R 12 , cyclodextrin substituted with 0-1 R 12 , 
aminoNacid substituted with 0-1 R 12 , polycarboxyalkyl 
substituted with 0-1 R 12 , polyazaalkyl substituted 
with 0-l\R 12 , and peptide substituted with 0-1 R 12 , 
wherein the peptide is comprised of 2-10 amino 
acids , 3 , 6\o-disulf o-B-D-galactopyranosyl , 
bis (phosphonomethyl) glycine, and a bond to Ch; 



R 12 is a bond to Ch> 



15 



20 



k is selected from 0,\l, and 2; 
h is selected from 0, 1, and 2; 
h' is selected from 0, \\/ aijid 2; 



g is selected from 0, 1 
g' is selected from 0, I 1 



25 



\2,f3, 4, 5, 6, 7, 8, 9, and 10; 
73, 4, 5, 6, 7, 8, 9., and 10; 
s is selected from 0, 1 , \Z^\ 3 , 4, 5, 6, 7, 8, 9, and 10; 
s' is selected from 0, 1, 2 A 3, 4, 5, 6, 7, 8, 9, and 10; 
s" is selected from 0, 1, 2 , \, 4, 5, 6, 7, 8, 9, and 10; 
t is selected from 0, 1, 2, 3 A 4, 5, 6, 7, 8, 9, and 10; 
t' is selected from 0, 1, 2, 3 A 4 , 5, 6, 7 , 8, 9, and 10; 
x is selected from 0, 1, 2, 3, 4\ and 5; 
x' is selected from 0, 1, 2, 3, 4\ and 5; 



Ch is a metal bonding unit having a formula selected from 
the group : 



30 



E-A 2 
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y e 



E 



-E— A' 



, and 



e-a( 



A 1 , A 2 , A 3 , A 4 , \A 5 , A 6 , A 7 , and A 8 are independently 

selected at\ each occurrence from the group: NR 13 , 
NR 13 R 14 / S/ S(Pg), 0, OH, PR 13 , PR 13 R 14 , 

P(0)R 15 R 16 / arf$ a bond to L n ; 



10 



15 



E is a bond, CH, or a 
at each occurreri' 



substituted with 
R 17 , C3_io cycloal] 
heterocyclo-Ci-io 



20 



r group independently selected 
om the group: Ci-Cio alkyl 

7 , aryl substituted with 0-3 
ubstituted with 0-3 R 17 , 
substituted with 0-3 R 17 , 
wherein the heterdcyclo\ group is a 5-10 membered 
heterocyclic ring systemXcontaining 1-4 heteroatoms 
independently selected fram N, S, and O, Ce-io 

aryl-Ci_io alkyl substituted with 0-3 R 17 , Ci_io 
alkyl-C6-io aryl- substituted^ with 0-3 R 17 , and a 
5-10 membered heterocyclic ring system containing 
1-4 heteroatoms independently selected from N, S, 
and O and substituted with 0-3 » 17 



25 



R 13 and r1 4 are each independently selected from the 
group: a bond to L n , hydrogen, Ci-yio alkyl 

substituted with 0-3 R 17 , aryl substituted with 0-3 

R 17 , Ci-io cycloalkyl substituted with\o-3 R 17 , 

heterocyclo-Ci-io alkyl substituted witl\ 0-3 R 17 , 
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10 



wlrerein the heterocyclo group is a 5-10 membered 
heterocyclic ring system containing 1-4 heteroatoms 
independently selected from N, S, and 0, C6-10 

aryl-V:i_io alkyl substituted with 0-3 R 17 , Ci_io 

alkyl-Ve-io aryl- substituted with 0-3 R 17 , a 5-10 
membered heterocyclic ring system containing 1-4 
heteroaopms independently selected from N, S, and O 
and substituted with 0-3 R 17 , and an electron, 
provided tWt when one of R 13 or R^ is an electron, 
then the other is also an electron; 



alternatively, R 13 \and R 14 combine to form =C (R 20 ) (R 21 ) ; 



R 15 and R 16 are each independently selected from the 



15 



20 



25 



group : a bond 

with 0-3 R 17 , Ci 

aryl substituted 

substituted with 

substituted wi 
group is a 5-10 member 



|-OH, Ci-Cio alkyl substituted 

lkyl substituted with 0-3 R 17 , 

3 R 17 , C3-10 cycloalkyl 

17 , heterocyclo-Ci_io alkyl 

7 , wherein the heterocyclo 
heterocyclic ring system 



containing 1-4 heteroatoms independently selected 
from N, S, and O, C6-10 a^yl-Ci_io alkyl substituted 

with 0-3 R^ 7 , Ci_io alkyl-06-io aryl- substituted with 

0-3 R^- 7 , and a 5-10 memberefl heterocyclic ring 
system containing 1-4 heteroatoms independently 
selected from N, S, and O and\substituted with 0-3 

Rl7; 



R 17 is independently selected at each\occurrence from the 
30 group: a bond to L n , =0, F, Cl, Br, I, -CF 3 , -CN, 

-C02R 18 , -C(=0)R 18 , -C (=0)N(R 18 ) 2 , VCHO, -CH 2 OR 18 , 

-OC(=0)R 18 , -OC(=0)OR 18a , -OR 18 , -Oc\=0) N (R 18 ) 2 , 

-NR 19 C(=0)R 18 , -NR 19 C (=0)OR 18a , -NR 19 Ox( =0 ) N (R 18 ) 2 , 
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10 



15 



-Nr\ 9 S02N(R 18 ) 2, -NR 19 S02R 18a , -SO3H, -S02R 18a , 
-SR 1 ^ -S (=0)R 18a / -S02N(R 18 ) 2, -N(R 18 ) 2 , 
-NHC ( = 28 ) NHR 18 , =NOR 18 , N0 2 , -C ( = 0 ) NHOR 18 , 
-C (=0)NHNR 18 R 18a , -OCH2C02H, 2- ( 1 -morpholino ) ethoxy, 
C1-C5 alkyl, C2-C4 alkenyl, C3-C6 cycloalkyl, C3-C6 
cycloalkylmethyl , C2-C6 alkoxyalkyl, aryl 

substituted with 0-2 R 18 , and a 5-10 membered 
heterocyclic Ying system containing 1-4 heteroatoms 
independently selected from N, S, and O; 

R 18 , R 18a , and R 19 are independently selected at each 

occurrence from t\e g4ro\ip: a bond to L n , H, C1-C6 
alkyl, phenyl, b&n^l, C±-Cs alkoxy, halide, nitro, 
cyano, and trif luWameiyoyl ; 



Pg is a thiol protecting^ gWup ; 



R 20 and R 21 are independently^ selected from the group: H, 
Cl-Cio alkyl, -CN, -C02r\ 5 , -C(=0)R 25 , -C ( =0) N (R 25 ) 2 , 

20 C2-C10 1-alkene substituted with 0-3 R 23 , C2-C10 

1-alkyne substituted with 0\-3 R 23 , aryl substituted 
with 0-3 R 23 , unsaturated 5-\o membered heterocyclic 
ring system containing 1-4 heVeroatoms independently 
selected from N, S, and O and isubstituted with 0-3 

25 R 23 , and unsaturated C3-10 carbo\jycle substituted 

with 0-3 R 23 ; 



30 



alternatively, R 20 and R 21 , taken together with the 

divalent carbon radical to which th^y are attached 
form : 
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10 



R 22 and R 23 are independently selected from the group: H, 
R 24 , C1-C10 alk^cl substituted with 0-3 R 24 , C2-C10 
alkenyl substituted with 0-3 R 24 , C2-C10 alkynyl 
substituted with y-3 R 24 , aryl substituted with 0-3 
R 24 , a 5-10 membered heterocyclic ring system 
containing 1-4 hetefoatoms independently selected 
from N, S # and O and substituted with 0-3 R 24 , and 
C3-10 carbocycle sub^jLtjiJited with 0-3 R 24 ; 



15 



alternatively, R 22 , R 23 taJ 
aromatic or a 5-10 mefl 
containing 1-4 heterc 
from N, S, and O; 



'together form a fused 
>red heterocyclic ring system 
is independently selected 



a and b indicate the positions ^f optional double bonds 
and n is 0 or 1; 



20 R 24 is independently selected at each occurrence from the 
group: =0, F, CI, Br, I, -Cf\, -CN, -CO2R 25 , 
-C (=0)R 25 , -C (=0)N(R 25 ) 2 , -N(R 2 \) 3 + , -CH 2 OR 25 , 
-OCf^OlR 25 , -0C (=0)OR 25a , -OR 25 , \-OC ( =0 ) N (R 25 ) 2 / 
-NR 2 6 C ( =0 ) R 2 5 , -NR 2 6 C ( =0 ) OR 2 5 a , -NR 2 6 C ( =0 ) N ( R 2 5 ) 2 , 

25 -NR 26 S02N(R 25 ) 2 , -NR 26 S02R 25a , -SO3H, -S02R 25a , -SR 25 , 

-S (=0)R 25a , -S02N(R 25 ) 2/ -N(R 25 ) 2 , =NOR 25 , 
-C (=0)NHOR 25 , -OCH2CO2H, and 2- ( 1-moVpholino) ethoxy ; 
and, 
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R 25 , \R 25a , and R 26 are each independently selected at each 
Recurrence from the group: hydrogen and C]_-C6 
Lkyl. 

5 3. A compound according to Claim 2, wherein: 
R lde j_ s selected from: 



N — A c 



-iAnr 6 *)- 




) / 



N 



13 d (NR 6d ) (' A 



O 



Id 




n — : 



— iAnr 66 ) 




J d = K <5 



•U d (NR 6d ) 




N^ D a 



N- 



"U* 1 (NR 6d ) 




NHR 

^\ d 

N D d 



or 



10 



NHR 



2d 




d d 

A and B are independently -CH2-, 



-0-, \-N(R 2d ) -, or -C(=0) 
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A ld akd B ld are independently -CH2- or -N(R 3d )-; 



D is -M (R 2d ) - , -0-, -S-, -C(=0)- or -SO2-; 



d d 
E -F is 



( R 4d )=C ( R 5d) _ # _ N=C(R 4d)_ / _ C(R 4d )=N _ / or _ 

c(R 4d )Vc(R 5d ) 2 -; 



10 



d d 
J , K 



d 

L ane 



M are independently selected from: 
C(R 4d )-, \c(R 5d )- and -N- , provided that at least one 



d d 
of J , K , 



d d 

and M is not -N- ; 



15 



20 



25 



R 2d is selected f 

alkyl ) carbonyS 
alkylaminocarb 
C4-C11 cycloalk; 
alkyl ) carbonyl , 
alkyl)-, (Ci-C 6 



Ci-C 6 alkyl, (Ci-C 6 
(Ql-Ce alkoxy) carbonyl , C1-C6 

3-C6 alkenyl, C3-C7 cycloalkyl, 
1, aryl, heteroaryl (C1-C6 
\eroarylcarbonyl , aryl (Ci-Ce 
lkyl ) carbonyl , arylcarbonyl , 
alkylsulf onyl , arylsiAf onyl , aryl (C1-C6 
alkyl ) sulf onyl , heteroarylsulf onyl , heteroaryl (C1-C6 
alkyl ) sulf onyl , aryloxycVrbonyl , and aryl (C1-C6 
alkoxy) carbonyl , wherein siaid aryl groups are 
substituted with 0-2 substi\tuents selected from the 
group consisting of C1-C4 al\yl, C1-C4 alkoxy, halo, 
CF3, and nitro; 

R 3d is selected from: H, C±-Ce alkyl, \C3-C7 cycloalkyl, 

C4-C11 cycloalkylalkyl, aryl, aryJ^(Ci-C6 alkyl)-, and 
heteroaryl (C1-C6 alkyl) - ; 



30 R 4d and R 5d are independently selected fronrc H, C1-C4 

alkoxy, NR 2d R 3d , halogen, NO2 , CN, CF 3 , \i~Cs alkyl, 
C3-C6 alkenyl, C3-C7 cycloalkyl, C4-C11 
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iycloalkylalkyl , aryl , aryl (Ci-Ce alkyl)-, C2-C7 
alkylcarbonyl , and arylcarbonyl ; 



10 



alternatively, when substituents on adjacent atoms, R 4d 
and\R 5d can be taken together with the carbon atoms 
to w^ich they are attached to form a 5-7 membered 
carbopyclic or 5-7 membered heterocyclic aromatic or 
non-aiomatic ring system, said carbbcyclic or 
heterocyclic ring being optionally substituted with 
0-2 groups selected from: C1-C4 alkyl, C1-C4 alkoxy, 
halo, cyano, amino, CF3 , or N0 2 ; 



15 



20 



U is selectedx from: 



-(CH 2 ) n 

- (CH 2 ) n d (CR 7d =CR 8 ^ (C^ 

d d d\ 
-(CH 2 ) t Q (CH 2 ) m 

d d 
-(CH 2 ) n 0(CH 2 ) m 

d d 
-(CH 2 ) n N(R 6d ) (CH 2 ) m 

d d 
-<CH 2 )n C(=0) (CH 2 ) m -, 

d d d 

-(CH 2 ) n S(0) p (CH 2 ) m " 



wherein one or more of the methylene groups in U is 
optionally substituted with R 7d ; 

d \ 
Q is selected from 1 , 2-phenylene, 1 , 3-phenylene , 2,3- 

25 pyridinylene, 3 , 4-pyridinyleije, and 2,4- 

pyridinylene; 



R 6d is selected from: H, C1-C4 alkyl , \and benzyl; 
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R 7d \and R 8d are independently selected from: H, Ci-Ce 
alkyl, C3-C7 cycloalkyl, C4-C11 cycloalkylalkyl , 
1, aryl(Ci-C6 alkyl)-, and 
iteroaryl (Co-Ce alkyl) - ; 



d \ d 

W is -C\=0) -N(R 13d ) - (C(R 12d ) 2 )q 



X is -C(R!V) (R 14d )-C(R 12d ) (R 15d )-; 



x d d 

10 alternatively ,\ W and X can be taken together to be 



/CH 2 ) q d C(=0) -11 N-R 



_-ol8d 



15 



R 12d i s H or C1-C6 111 
d 

Y is selected from: 
-COR 19d , -SO3H, 



20 



/ 



N 



'1 



H 



N 




■N 



H 



CF3 



d is selected from 1, 2, 3, 4, and\5; 



and HO O 



25 



d' is 1-50; 

W is independently selected at each occurrence from the 

group: O, NH , NHC(=0), C(=0)NH, Nr\c(=0), C(=0)N R 8 , 
C(=0), C(=0)0. OC(=0), NHC(=S)NH, NHS(=0)NH, S0 2 , 
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[ OCH 2 CH 2 ) s / ( CH 2 CH 2 0 ) s > , ( OCH 2 CH 2 CH 2 ) s « , ( CH 2 CH 2 CH 2 0 ) t , 
arid ( aa ) t ' ; 

aa is independently at each occurrence an amino acid; 



10 



Z is selected from the group: aryl substituted with 0-1 

R 10 / C3-\ cycloalkyl substituted with 0-1 R 10 , and a 
5-10 membered heterocyclic ring system containing 
1-4 heteroatoms independently selected from N, S, 
and O and substituted with 0-1 R 10 ; 



R 6 , R 6a , R 7 , R 7a , and R 8 are independently selected at 

each occurrence^ from the group: H, =0, COOH, SO3H, 

C1-C5 alkyl substituted with 0-1 R 10 , aryl 
15 substituted with ^l\R 10 , benzyl substituted with 0-1 

R 10 , and C1-C5 a\]/o^y substituted with 0-1 R 10 , 
NHC(=0)R 11 / C (=0)f^9fe^ r T^HC (=0)NHR 11 / NHR 11 , R 11 , and 
a bond to Ch; 



20 



25 



k is 0 or 1; 

s is selected from 0, 1, 2, 3 ,\ 4, and 5; 
s' is selected from 0, 1, 2, 3 \ 4 , and 5; 
s" is selected from 0, 1, 2, 3 , \4 , and 5; 
t is selected from 0, 1, 2, 3, 4 \ and 5; 

A 1 , A 2 , A 3 , A 4 , A 5 , A 6 , A 7 , and A 8 ane independently 

selected at each occurrence frofri the group: NR 13 , 
NR l3 R l4 / S/ SH/ s(Pg), OH, and aNbond to L n ; 



30 E is a bond, CH, or a spacer group independently selected 
at each occurrence from the group: G^l-Cio alkyl 

substituted with 0-3 R 17 , aryl substituted with 0-3 
R 17 , C3_io cycloalkyl substituted withV)-3 R 17 , and a 
5-10 membered heterocyclic ring system Containing 
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l-\ heteroatoms independently selected from N, S, 
and\0 and" substituted with 0-3 R 17 ; 



10 



R 13 and R 14 \are each independently selected from the 
group: a bond to L n/ hydrogen, C1-C10 alkyl 

substituted with 0-3 R 17 , aryl substituted with 0-3 
R 17 , a 5-101 membered heterocyclic ring system 
containing J\-4 heteroatoms independently selected 

from N, S, arid O and substituted with 0-3 R 17 , and 

an electron, provided that when one of R 13 or R 14 is 
an electron, thfen the other is also an electron; 



alternatively, R 1 ^ and 



combine to form =C (R 20 ) (R 21 ) ; 



15 r!- 7 is independently selpo^ed at each occurrence from the 
group: a bond to l|vVO, F # CI, Br, I, -CF 3 , -CN, 

-C02R 18 , -C ( =0) Rl^/^-C ( VO) N (R 18 ) 2 , -CH 2 OR 18 , 
-0C(=0)R 18 , -0C (=0)OR 18a \ -OR 18 , -OC ( =0) N (R 18 ) 2 , 
-NR 19 C (=0)R 18 , -NR 19 C(=0)QR 18a , -NR 19 C (=0)N(R 18 ) 2 , 
20 -NR 19 S02N(R 18 ) 2 , -NR 19 S02RA 8a , -S03H, -S02R 18a , 

-S ( =0) R 18a , -S02N (R 18 ) 2 , -N OR 18 ) 2 , -NHC ( =S ) NHR 18 , 
=NOR 18 , -C (=0)NHNR 18 R 18a , -OQP2CO2H, and 
2- ( 1-morpholino) ethoxy; 



25 R 18 , R 18a , and R 19 are independently selected at each 
occurrence from the group: a bon\ji to L n , H, and 
Ci-Cg alkyl; 



R 20 and R 21 are independently selected from the group: H, 
30 C1-C5 alkyl, -CO2R 25 , C 2 -C 5 1-alkene substituted with 

0-3 R 23 , C 2 -C 5 1-alkyne substituted with 0-3 R 23 , 
aryl substituted with 0-3 R 23 , and unsaturated 5-10 
membered heterocyclic ring system containing 1-4 
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hteteroatoms independently selected from N, S, and 0 
and substituted with 0-3 R 23 ; 

alternatively, R 20 and R 21 , taken together with the 

divalent carbon radical to which they are attached 
form: 



10 




R 22 and R 23 are independently selected from the group: 
and R 24 ; 



H, 



15 



alternatively, R 22 , R 2 - 
aromatic or a 5-1^ 
containing 1-4 het 
from N, S, and O; 



r erc 



:en together form a fused 

)ered heterocyclic ring system 
Ltoms independently selected 



20 



R 24 is independently selected \at each occurrence from the 
group : -CO2R 25 , -C ( =0) N (H 25 ) 2 , -CH 2 OR 25 , -0C ( =0 ) R 25 , 
-OR 25 , -SO3H, -N(R 25 ) 2 , and\-OCH2C02H; and, 

R 25 is independently selected at e^ch occurrence from the 
group: H and C1-C3 alkyl . 



25 



4. A compound according to Claim 3, \ wherein: 
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wherein the above heterocycles are optionally substituted 
with 0-2 substituents selected from the group: NH2, 
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halbgen, N0 2 , CN, CF 3 , C1-C4 alkoxy, Ci-C 6 alkyl, and 
C3~c\ cycloalkyl; 

d \ d d d d 

U is -(CH 2 )\-, -(CH 2 )t Q (CH 2 ) m " or -C(=0)(CH 2 ) n 

wherein ^ne of the methylene groups is optionally 

substituted with R 7d ; 



10 



7d 

R is selected fisom: C±-Ce alkyl, C3-C7 cycloalkyl, C4- 
Cn cycloalkylklkyl , aryl , aryl (Ci-Ce alkyl), 
heteroaryl, and\heteroaryl (C1-C6 alkyl) ; 



15 



R 10d is selected from: 

with 0-1 R 21d , halo 
alkyl substituted w A 
cycloalkyl substitu 
C4-C11 cycloalkylalk; 
0-1 R 21d , and aryl(C 



R lde , C1-C4 alkoxy substituted 
:0 2 Ri 17d , CONR 17d R 20d , Ci-C 6 
'0-l R 15d or 0-1 R 21d , C3-C7 

:h 0-1 R 15d or 0-1 R 21d , 
Substituted with 0-1 R 15d or 
Llkyl)- substituted with 0-1 



R 15d or o-2 R lld or 0-1 R 2: 

20 RiOde i s selected from: H, C1-C4 a\koxy substituted with 
0-1 R 21d , halogen, C0 2 R 17d , COrfe 17d R 20d , Ci-C 6 alkyl 
substituted with 0-1 R 15d or 0-\ R 21d , C3-C7 
cycloalkyl substituted with 0-1 V 15d or 0-1 R 21d , 
C4-C11 cycloalkylalkyl substituted with 0-1 R 15d or 

25 0-1 R 21d , and aryl(Ci-C 6 alkyl)- siijpstituted with 0-1 

R 15d or o-2 R lld or 0-1 R 21d ; 

W is -C(=0) -N(R 13d ) -; 
30 X is -CH(R 14d ) -CHtRiSd) - ; 



R 13 is H or CH 3; 
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10 



R 14d iS£ selected from; 

H,\ C1-C10 alkyl, aryl , or heteroaryl, wherein said 
arv\L or heteroaryl groups are optionally substituted 
witn\0-3 substituents selected from the group 
consisting of: C1-C4 alkyl, C1-C4 alkoxy, aryl, halo, 
cyano , \ammo , CF3 , and NO2 ; 

R 15d is H or R 1 \ d ; 
d 

Y is -C0R 19d ; 



R i9d j_ s selected fro 

hydroxy, C1-C10 alko: 
15 methylcarbonyloxymet 

ethylcarbonyloxymethc 

t-butylcarbonyloxymetl 

cyclohexylcarbonyloxym^pf\oxy- 

1- (methylcarbonyloxy ) / ^tho2 
20 1- (ethylcarbonyloxy) ethoxy- 

1- ( t-butylcarbonyloxy) ethox^ 

1- (cyclohexylcarbonyloxy) ethoxy- 

i-propyloxycarbonyloxymethoxy- 

t-butyloxycarbonyloxymethoxy- , 
25 1- ( i-propyloxycarbonyloxy) ethos 

1- (cyclohexyloxycarbonyloxy) etho^y-, 

1- ( t-butyloxycarbonyloxy) ethoxy- 

dimethylaminoethoxy- , 

diethylaminoethoxy- , 
30 ( 5 -methyl -1 , 3-dioxacyclopenten-2-on-^-yl ) methoxy- 

(5- (t-butyl) -1, 3-dioxacyclopenten-2-on-4-yl)methoxy-, 

(1,3 -dioxa-5 -phenyl- eye lopenten- 2 -on- 4 \yl ) methoxy- , and 

1- (2 - (2-methoxypropyl) carbonyloxy) ethox^X- ; 



35 R 20d is H or CH 3 ; 
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m 



n 



is 0 or 1; 
Vs 1-4; 
iSV 0 or 1; 



Ch is 



A 3 A s 



■€-A' 



10 



A 1 is selected frbnf trie group: OH, and a bond to L n 



A 2 , A 4 , and A 6 arA A^3h N; 



15 A 3 , A 5 , and A 8 are/ead^L OH; 



A 7 is a bond to L n or NITt-bond to L n ; 



20 



E is a C2 alkyl substitutes with 0-1 R 17 ; 



R 17 is =0; 



alternatively, Ch is 
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A 1 is selected fi Som the group: OH and. a bond to Ln/ 
5 \ 

A 2 , A 3 and A 4 are ^ach N; 

A 5 , A 6 and A 8 are ea 

10 A 7 is a bond to L n ; 

E is a C2 alkyl substituted with 0-1 R 17 ; 



R 17 is =0; 



15 alternatively, Ch is A 1 



A 1 is NH 2 or N=C(R 20 ) (R 21 ) ; 



20 



25 



E is a bond; 
A 2 is NHR 13 ; 

R 13 is a heterocycle substituted witmR 17 , the heterocycle 
being selected from pyridine and Npyrimidine ; 
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-S0 3 H, and 



from the 
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6. A\compound according to Claim 2, wherein the 
compound is selected from the group: 

2-(((4-(4-\((3-(2-<2-(3-((6-( (l-aza-2- (2- 
sulfophenyl ) vinyl ) amino ) (3- 
pyridylK) carbonylamino ) propoxy ) - 
ethoxy) emoxy) propyl ) amino) sulf onyl) - 

pheny 1 ) phenyl ) sulfonyl) amino) -3- ( (1- (3- ( imidazole-2- 
10 ylamino ) probyl ) ( lH-indazol-5- 

yl) ) carbonylamino) propanoic acid; 

2- (2-aza-2- ( (5- (N- (V 3 -bis (3- (2- (2- ( 3 - ( ( ( 4- (4- ( ( ( 1- 

carboxy-2- ( (1- (3V (imidazol-2-ylamino) propyl) (1H- 
15 indazol-5-yl ) ) carbonylamino) ethyl ) amino) sulfonyl ) - 

phenyl ) phenyl ) sulf oriyl) amino) propoxy ) - 
ethoxy) ethoxy ) propy^V carbamoyl ) propyl ) carbamoyl ) (2- 
pyridyl) ) amino ) vinyl |\benzenesulf onic acid; 

20 2- ( (6- ( (l-aza-2- ( sulf ophep$l\ vinyl ) amino) (3- 

pyridyl) ) carbonylamino) A- (N- (3- (2- (2- (3- ( ( (4- (4- 
( ( ( l-carboxy-2- ( (1- (3- (imrdazol-2- 

ylamino) propyl) ( lH-indazol-^B-yl ) ) carbonylamino) - 
ethyl) amino) sulf onyl ) phenyl ) phenyl ) sulfonyl) - 
25 amino ) propoxy ) - 

ethoxy) ethoxy ) propyl ) carbamoyl )\butanoic acid; 

3- ( (1- (3- (imidazole-2-ylamino) propyl ) (uH-indazol-5- 

yl) ) carbonylamino) -2-(((4-(4-(((3-\(2-(2-(3-(2- 
30 (1,4,7, 10-tetraaza-4, 7, 10-tris ( carb^xymethyl ) - 

cyclododecyl ) - 
acetylamino) propoxy) ethoxy) ethoxy) proVyl ) amino ) sulf o 
ny 1 ) pheny 1 ) pheny 1 ) sulfonyl) amino ) propanoic acid; 



35 2- (6- ( (6- ( (l-aza-2- ( 2 -sulf ophenyl ) vinyl ) -amirk>) (3- 

pyridyl) ) carbonylamino) hexanoylamino) -3- \(1- (3- 



-312- 



DM-6999A 

( Imidazol -2 -ylamino) propyl ) ( lH-indazol-5- 
yl\ ) carbonylamino) -propanoic acid; 

2-((6-((IV-aza-2- ( 2 -sulf ophenyl ) vinyl ) -amino) (3- 
5 pyrioVl) ) carbonylamino) -3- ( (1- (3- (imidazol-2- 

ylamino) propyl) ( lH-indazol-5- 
yl) ) carbonylamino) propanoic acid; 

[2- [ [ [5- [carbonyl] -2-pyridinyl] hydrazono] methyl] - 
10 benzenesuif onic acid] -Glu(2- ( 6-aminohexanoylamino) - 

3- ( (1- (3- (imidazol-2 -ylamino) propyl) ( lH-indazol-5- 
yl) ) carbonyl- amino) propanoic acid) (2-(6- 
aminohexanoylamino ) -3- ( (1- (3- ( imidazol-2 - 
ylamino) propyl ) ( lH^indazol-5-yl )) carbonyl - 
15 amino) propanoiM a/cia) ; 

[2 - [ [ [5 - [carbonyl] -2-|pyxidinyl] hydrazono] methyl ] - 
benzenesulf onic Jpcdd] -Glu-bis- [Glu (2- ( 6- 
Aminohexanoyl / ^ino)y3 - ( (1- (3 - (imidazol-2- 
ylamino) propyl) ( lH-rndazol-5-yl ) ) carbonyl- 
amino ) propanoic acid)\(2- ( 6-aminohexanoylamino) -3- 
( (1- (3- ( imidazol- 2 -ylafriino) propyl) ( lH-indazol-5- 
yl) ) carbonyl -amino) propanoic acid) ] ; 

(1,4,7, lO-tetraaza-4, 7, lO-trnis (carboxymethyl) -1- 

cyclododecyl ) acetyl- {2- (6-aminohexanoylamino) -3- ( (1- 
(3- (imidazol -2 -ylamino) propyl) ( lH-indazol-5- 
yl) ) carbonyl -amino) propanoic \acid} ; 

(1,4,7, 10-tetraaza-4 , 7 , 10-tris (carboxymethyl) -1- 

cyclododecyl ) acetyl-Glu{2- ( 6-Aminohexanoylamino) -3- 
( (1- (3 - ( imidazol -2 -ylamino) propyl )\( lH-indazol -5- 
yl) ) carbonyl -amino) propanoic acid} {\2- (6- 
Aminohexanoylamino) -3- ( (1- (3- ( imidaziol-2- 
ylamino ) propyl ) ( lH-indazol-5-yl ) ) carbonyl - 
amino ) propanoic acid}; \ 
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N N 
H H 



CO*. 



o 

H NH = 



COoH 



1 NH= ^OH H 



H H 



o 



H NH OH 
O 



~ ^ Qx _ _ , , 

NH H 



H H 




l_i COoH 

SjV c ° 2H 

S O N 

°r^N : *~" ^ C °2 H 

OHH 



H H 



Q O 
NH 

so 2 




H 



8 



COoH 

S^N- CO * H 



HOls^ ° 



0 o 

"V^OH 
NH 

so 2 




COoH 

^N nC C ° 2H 
XK^N_N^ 
O 



H 2 0 3 PO 



10 



H H 



Q O 

"yNdh 

NH 

so 2 

r 




o 

H 



CO, 
° H L M 



H 



H0 3 SO 



O 



-C0 2 H 
) 2 H 
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f 1 . 

H H 



0 x 

H NH 

so 2 



O OH 
H HO gOH H / 

OH H 



COoH 

O 



f , -CO* 

H H 



O 



X>H 



H 



H H 



O O 

"V^OH 
NH 

so 2 

U' 




O 

O^v^A 



COoH 

>jV co 2 h 

9 H L iJ 

^Ny-t-^co^ 

H / O 

HN ° 
p-Cyclodextrin 



CO_2H 

c r° 2h 

V nfj n = 114, ave 



10 



2-(((4-(3-(N-(3-(2-(2-(3-(2- ( 1 M , 7 , 10-tetraaza-4 , 7 , 10 
tris (carboxymethyl) cyclododfecylacetylamino) -6- 
aminohexanoylamino) propoxy) eolioxy) ethoxy) propyl ) 
carbamoyl ) propoxy) -2 , 6-dimethwphenyl ) - 
sulfonyl ) amino) -3- ( (1- (3- (imida\ol-2- 
ylamino ) propyl ) ( lH-indazol-5-yl ) JSearbonylamino) - 
propionic acid salt; 



15 
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H H 



o o 

H NH 

so 2 

II 




O 



CQ2H 



H / O 



O^NH 

^NTP0 3 H 2 
H 2 Q 3 P^ 



HOOC 



"1 



HOOC N' 
HOOC^N^COOH 



HN r^N 

HOOC H 




NH 
^~NH 



10 



2-({[4-(3-{N-[2-((2R)-3\ 
4,7, 10-tris (carboj 
propyl ) ethyl ] car bar 



>ul/t"o-2-{2- [1,4,7, 10-tetraaza- 
:hyl) cyclododecyl] acetylamino} 
}propoxy) -2 , 6-dimethylphenyl ] 



sulfonyl} amino) (2S) -3-\{l- [3- (imidazol-2- 
ylamino ) propyl ] ( lH-inda2\pl-5- 
yl) }carbonylamino) propanoic Acid; 



H H 



O O 
%IJ H NH 

■ 0=60 



A o 



H °hf S > O H0 2 C- 



-V^N-S H 
O H '/^N 



H H 

i^r^i h Sh 

^^A^N^^OH 
O O 



N 
H 

H O 

O H J 

HO3S 



-C0 2 H 



-C0 2 H 
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2 AT ( {4 - [4- ( { [2- ( (2R) -3-Sulfo-2-{2- [1, 4, 7, 10-tetraaza- 
\ 4 , 7 , 10-tris (carboxymethyl) cyclododecyl ] - 

Wety lamino } propyl ) ethyl ] amino } sul f onyl ) phenyl ] pheny 
Asulfonyl) amino] (2S) -3- ( {1- [3- (imidazol-2- 
5 ylamino) propyl ] ( lH-indazol-5- 

yl) }\:arbonylamino) propanoic Acid; 

<4S) -4- (N-{V- [N- (2-{4- [4- ( { [ (IS) -l-carboxy-2- ( {1- [3- (2- 
pyridylamino) propyl] ( lH-indazol-5- 
10 yl) }carboVylamino) ethyl] amino } sul f onyl) -3,5- 

dime thy lphenoxy] butanoy lamino} ethyl) carbamoyl] -3- 
carboxypropw } carbamoyl ) -4- {2- [1,4,7, 10-tetraaza- 
4,7,10- \ 

tris (carboxymethyl) cyclododecyl] acetylamino}butanoic 
15 acid; \ 

(4S) -4- (N-{1- [N- (2- {4- [V/( U (IS) -l-carboxy-2 - ( {1- [3- 
(imidazol-2-ylaminore>r^pyl] ( lH-indazol-5- 
yl) } carbony lamino) eunyLfl amino} sul f onyl ) -3,5- 
20 dime thy lphenoxy ] butamAl amino} ethyl ) carbamoyl] -3- 

carboxypropyl} carbamoyl )\-4- {2- [1, 4,7, 10-tetraaza- 
4,7,10- \ 

tris (carboxymethyl) cyclododecyl] acetylamino}butanoic 
acid; V 

25 \ 

(4S) -4-{N- [ (IS) -1- (N-{1, 3 -bis [N- (2-X4- [4- ( { [ (IS) -1- 

carboxy-2- ( {1- [3- ( imidazol-2 -ylamino ) propyl ] (1H- 
indazol-5-yl ) }carbonylamino) ethyls] amino} sul f onyl ) - 
3,5- \ 

30 dime thy lphenoxy] butanoy lamino } e thy l\ carbamoyl] propyl 

}carbamoyl) -3 -carboxypropyl ] carbamoyl } -4- (6-{2- 
[1,4,7, 10-tetraaza-4 , 7 , 10- \ 
tris (carboxymethyl) cyclododecyl] acetylamino} 
hexanoylamino) butanoic acid; \ 



- (4S) -4- (N-{1- [N- (2-{4- [4- ( { [ (IS) -l-carboxy-2- ( {U - [3- 

(3,4,5, 6-tetrahydropyrimidin-2-ylamino)propyl] (1H- 
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ihdazol-5-yl) } carbonylamino) ethyl ] amino} sulfonyl ) - 
3 /6 -dimethylphenoxy ] butanoylamino } ethyl ) carbamoyl ] - 
3-cVrboxy propyl } carbamoyl ) -4-{2-[l,4,7, 10-tetraaza- 

5 (carboxymethyl) cyclododecyl ] acetylamino}butanoic 

acid; \ 

(4S) -4- (N-{1- [V- (2-{4- [4- ( { [ (IS) -l-carboxy-2 - ( { 1-methyl- 
3-[3-(2-3 / V / 5 / 6-tetrahydropyridylamino) propyl] (1H- 
10 indazol-6-yl ) } carbonylamino ) ethyl] amino} sulfonyl ) - 

3 , 5 -dimethylphenoxy] butanoylamino} ethyl) carbamoyl] - 
3 -carboxyprop^l} carbamoyl) -4-{2- [1,4,7, 10-tetraaza- 
4,7,10- \ 

tris (carboxymethyl ) cyclododecyl] acetylamino}butanoic 
15 acid; \ 

(4S) -4- (N-{ (IS) -1- [N- (2-M47[4- ( { [ (IS) -l-carboxy-2- ( {1- [2- 
(2-3 ,4,5, 6-tetrahydrWpyridylamino) ethyl] (1H- 
indazol-5-yl ) } carboMamino ) ethyl ] amino} sulfonyl ) - 
20 3 , 5 -dimethylphenoxy^puVanoylamino } ethyl ) carbamoyl ] - 

3 -carboxy propyl } carbamoyl )-4-{2-[l,4,7, 10-tetraaza- 
4,7,10-tris \ 

( carboxymethyl ) cyclododecyl ] acetylamino } butanoic 
acid; \ 

25 \ 

(2S) -2-{ [ (2 , 6-dimethyl-4-{3- [N- (2-\{2 - [1, 4, 7 , 10-tetraaza- 
4,7, 10-tris (carboxymethyl ) cycPododecyl ] acetyl- 
amino} ethyl) carbamoyl ] propoxy}piaenyl ) sulfonyl] amino} 
-3- ( {2- [2- (2-3,4, 5,6- \ 

30 tetrahydropyridylamino ) ethyl] (2-hVdro-lH-indazol-5- 

yl) } carbonylamino ) propanoic acid; \ 

(4S) -4-{N- [ (IS) -1- (N-{2- [ ( {4- [4- ( { [ (IS) -l-Wrboxy-2- ( {1- 
[2-(2-3,4,5, 6-tetrahydropyridylamino) ethyl] (1H- 
35 indazol-5- \ 

yl) } carbonylamino) ethyl] amino} sulfonyl ) phenyl ] 
phenyl } sulfonyl ) amino] ethyl} carbamoyl) -3- 
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sarboxypropy 1 ] carbamoyl} -4- {2- [1, 4,7, 10-tetraaza- 
4V7 , 10-tris (carboxy- 

meVhyl) cyclododecyl ] acetylamino}butanoic acid; 

(4S)-4-{n\[ (IS) -1- (N-{2- [ ({4-[4-({ [ ( IS ) -l-carboxy-2 - ( { 1- 
[3- (3X4, 5, 6-tetrahydropyrimidin-2-ylamino) 
propyl A( lH-indazol-5- 

yl ) } carbonylamino ) ethyl ] amino } sulf onyl ) 
phenyl ] poenyl } sulf onyl ) amino] ethyl } carbamoyl ) -3- 
- carboxy propyl ] carbamoyl} -4- {2- [1 , 4 , 7 , 10-tetraaza- 
4,7, 10-trisV 

(carboxymethyl ) cyclododecyl ] acetylamino}butanoic 
acid; \ 

(2S)-3-({3-[ ( imidazoV-^-yl/amino) methyl] -1 -methyl (1H- 
indazol-6-yl) } da^on^l amino) -2- ( { [4- (4-{ [ (2-{2- 
[1,4,7, 10-tetraAlW-4 , 7 ylO-tris (carboxymethyl) 
cyclododecyl] aceUyYam/no} ethyl) amino] sulf onyl } phenyl 
) phenyl ] sul f onyl }Wwio ) propanoic acid ; 

3-[(7-{3-[(6-{[ (lE)-l-aza-V(2- 
sul f ophenyl ) vinyl ] amin© } ( 3 - 

pyridyl) ) carbonylamino] Wopoxy} -1- [3- (imidazol-2- 
ylamino ) propyl ] ( lH-indaz©l-5-yl ) )- 
carbonylamino] (2S) -2- { [ (2Y4 , 6- 

trimethylphenyl ) sulf onyl] -amino }propanoic acid; 
and \ 

3-{ [1- [3- (imidazol-2-ylamino) propyl] -7- (3- {2- [1, 4,7, 10- 
tetraaza-4 , 7 , 10-tris (carboxymethyl) cyclododecyl] - 
acetylamino}propoxy ) ( lH-indazol-5- 
yl) ] carbonylamino} -2- { [(2,4,6- \ 
trimethylphenyl) sulf onyl ] amino} propanoic acid; 

or a pharmaceutically acceptable saltXform thereof. 
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kit comprising a compound of Claim 2, or a 
pJlarmaceutically acceptable salt form thereof and a 
phaYmaceutically acceptable carrier. 

8. A kit ^according to Claim 7, wherein the kit further 
comprises one or more ancillary ligands and a 
reducing\agent . 



10 



9. A kit according to Claim 8, wherein the ancillary 
ligands are Vricine and TPPTS . 



10. A kit according to Claim 8, wherein the reducing 
agent is tin (II, 



15 11 



20 



A diagnostic or therapeutic metallopharmaceutical 
composition, comprising/: a metal, a chelator capable 
of chelating the met a 1/ and a targeting moiety, 



wherein the targeti 
chelator, is an indafczo 
receptor that is upr 
the compound has 
targeting moiety/and chelat^o 



ety is bound to the 
nonpeptide and binds to a 
ted during angiogenesis and 
ink\ng groups between the 
r . 



25 



30 



12. A composition according to C]jaim 11, wherein the 
metallopharmaceutical is a diagnostic 
radiopharmaceutical, the metal \s a radioisotope 
selected from the group: 99m Tc, \ 5 Tc, i:L1 In, 62 Cu, 
64 Cu, 67 Ga, and 68 Ga, and the linking group is 
present between the targeting moiety and chelator, 

13. A composition according to Claim 12, herein the 
targeting moiety is an indazole and the\receptor is 

Ovp3 or Ovp 5 . 



35 14. A composition according to Claim 13, wherei\ the 
radioisotope is 99m Tc or 95 Tc, the 
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radiopharmaceutical further comprises a first 

:illary ligand and a second ancillary ligand 
capable of stabilizing the radiopharmaceutical. 

15. A conroosition according to Claim 14, wherein the 
radioisotope is 99m Tc. 



10 



15 



16. A composition according to Claim 15, wherein the 
radiopharmaceutical is selected from the group: 

"™Tc ((((4-(4-(((\-(2-(2-(3-((6- (diazenido) (3- 
pyridyl) ) carboiayl amino) propoxy) - 
ethoxy) ethoxy) propyl) amino) sulf onyl) - 
phenyl ) phenyl ) sui^fonyl) amino) -3- ( (1- (3 - (imidazole-2 
ylamino ) propyl ) ( lH\indazol-5- 

yl) ) carbonyl amino ) pr^p^npic acid) (tricine) (TPPTS) ; 



99m Tc (2 - (2- ( (5- <N- (1, 3-bis1(V /2- (2 - (3 - ( ( (4- (4- ( ( (1- 

carboxy-2- ( (1- (3- (imidkzfol-2 -ylamino) propyl) (1H- 
20 indazol-5-yl ) ) carbonyLaminp) ethyl) amino) sulf onyl) - 

pheny 1 ) phenyl ) sulf onyl ) amino) propoxy) - 
ethoxy) ethoxy) propyl ) carbamoyl ) propyl ) carbamoyl) (2- 
pyridyl) ) 2 -diazenido ) (tricineO (TPPTS) ; 

25 "m Tc (2- ( (6- (diazenido) ( 3 -pyridyl ) ) casrbonyl amino ) -4- (N- 
(3- (2- (2- (3- ( ( (4- (4- ( ( (1-carboxy-V ( (1- (3- (imidazol 
2 -ylamino) propyl) ( lH-indazol-5-yl ) rcarbonylamino) - 
ethyl) amino) sulf onyl ) phenyl ) phenyl ) s\lfonyl) - 
amino) propoxy ) - 

30 ethoxy) ethoxy) propyl ) carbamoyl ) butanoic\ acid) 

(tricine) (TPPTS) ; 



35 



99m Tc (2- (6- ( (6- (diazenido) (3- 

pyridyl) ) carbonylamino ) hexanoylamino ) -3- ( (l-\(3- 
( imidazol -2 -ylamino) propyl ) ( lH-indazol-5- 
yl) ) carbonylamino) -propanoic acid) (tricine) (TfePTS) 
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99m Tc \ (2- ( (6- (diazenido) (3-pyridyl) ) carbonylamino) -3- ( (1 
(\- ( imidazol -2 -ylamino) propyl) ( lH-indazol-5- 
yl\) carbonylamino) propanoic acid (tricine) (TPPTS) ; 



10 



99m Tc [2- [\ [5- [carbonyl] -2 -pyridinyl ] diazenido] -Glu(2- (6 
ammoAexanoy lamino ) -3 - ( (1- (3 - (imidazol-2- 
ylamind) propyl) ( lH-indazol-5-yl ) ) carbonyl- 
amino ) propanoic acid) (2- ( 6-aminohexanoylamino ) -3- 
( (1- (3- ( imidazol-2 -ylamino) propyl ) ( lH-indazol-5- 
yl) ) carbonyl -amino) propanoic acid) ) 
(tricine) (T\PPTS) ; 



15 



20 



99m Tc ( [2- [ [ [5- [carbonyl] -2 -pyridinyl ] diazenido] -Glu-bis 
[Glu (2 - ( 6-amirrphexanoylamino) -3 - ( ( 1- (3 — ( imidazol -2- 



17 



ylamino ) propyl )\( 1H-, 
amino ) propanoic 
( (1- (3- (imidazol 
yl) ) carbonyl-amiri 
(tricine) (TPPTS) ; 



lazol-5-yl) )carbonyl- 
r (2- (6-aminohexanoylamino) -3- 
^lamino) propyl ) ( lH-indazol-5- 
)panoic acid) ] ) 



A composition according to Claim 13, wherein the 
radioisotope is 1:L1 In. 



25 



18. A composition according ko Claim 17, wherein, the 
radiopharmaceutical is selected from the group: 



/rN i> 

Vn— J 

H H 



O O 




i A NH« _ QH \ 




cro 
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o o 

N'V^OH 
" NH 

so 2 




o 

H 



C0 2 H 

hS O 



co 2 h WffQo 
cro 



rsi y 



H H 



\0 O 
i NH 

so 2 



H 



C0 2 H 

C0 2 H ^|X>o 

cro 



and 



5 




19. A composition according no Claim 11, wherein the 
metallopharmaceutical is a therapeutic 

10 radiopharmaceutical, the metal rs a radioisotope selected 
from the group: 33 P, 125 I, 186 Re, V 8 Re, 15 3Sm, 166 HO/ 177 LU/ 
149pm, 90 Y, 212 Bi/ 103p d/ 109p d , 159 G Y 140 La; 198 Au , 199 Au< 
169 Y b, 175 Y b, 165 D y ( 166 Dy/ 67 CU/ 105rV niAg, and 192 Ir, 
the targeting moiety is an indazole rronpeptide and the 

15 linking group is present between the targeting moiety and 
chelator . 
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20. k composition according to Claim 19, wherein the 

targeting moiety is an indazole and the receptor is 

OvP3 or Ovps- 

5 .: 21 . A composition according to Claim 20, wherein the 
radioisotope is 153 Sm. 



10 



22. A composition according to Claim 20, wherein the 
radioisotope is 177 Lu. 

23. A composiud-on according to Claim 22, wherein the 
radiopharmaceutical is 



H H 





15 

24. A composition^ according to Claim 20, wherein the 
radioisotope is 90 Y.\ 

25. A composition according to Claim 24, wherein, the 
20 radiopharmaceutical isXselected from the group: 
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O O 

a \Y J H oio 

N NT vV 

H 



^S0 3 H 
H 7 

- N lTNH 




O 

3 



6. o 

N <> TfV*V^ AoH - H OH O 
H H \ L N/NrjL 



and 



H H 



o o 

NH 

so 2 



iOoH 



C0 2 H ^|X>o 



10 



15 



26. A composition according^ to Claim 11, wherein the 
metallopharmaceutical is\a MRI contrast agent, the 
metal is a paramagnetic m^tal ion selected from the 
group: Gd(III), Dy(III), jFe(III), and Mn(II), the 
targeting moiety is an inda^ole nonpeptide and the 
linking group is present between the targeting 
moiety and chelator. 

27. A composition according to Claiir\26, wherein the 
targeting moiety is an indazole ai^d the receptor is 
Ovp 3 orOvps. 
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28. \ A composition according to Claim 27, wherein the 
letal ion is Gd(III) . 

29. A Composition according to Claim 28, wherein the 
5 contrast agent is 



/rN \ 

H H 



O 

NH^v „ QH 




30. A composition according to Claim 11, wherein the 
10 metal lopharmaoeutical is a X-ray contrast agent, the 

metal is selected from the group: Re, Sm, Ho, Lu, 
Pm, Y, Bi, Pd, La^lAu, Au, Yb, Dy, Cu, Rh, Ag, 

and Ir, the targexiin/g moiety comprises an indazole, 
the receptor is O^m pzHCufys, and the linking group is 
15 present between the targeting moiety and chelator. 



20 



31. A method of treat^6g rheumatoid arthritis in a 
patient comprising: administering a therapeutic 
radiopharmaceutical of Claim 19 capable of 
localizing in new angiogenic vasculature to a 
patient by injection or infusion. 



25 



32. A method of treating cancer in a patient comprising: 
administering to a patient in\need thereof a 
therapeutic radiopharmaceutical of Claim 19 by 
injection or infusion. 



30 



33. A method of treating restenosis in a patient 

comprising: administering to a patient, either 
systemically or locally, a therapeutic 
radiopharmaceutical of Claim 19 capable of 
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localizing in the restenotic area and delivering an 
effective dose of radiation. 



10 



34. A meohod of imaging therapeutic angiogenesis in a 

patient comprising: (1) administering a diagnostic 
radiopharmaceutical , a MRI contrast agent, or a X- 
ray contrast agent of Claim 11 to a patient by 
injection\or infusion; (2) imaging. the area of the 
patient wherein the desired formation of new blood 
vessels is Aocated. 



15 



35. A method of in^ging atherosclerosis in a patient 
comprising: ( l\ administering a diagnostic 
radiopharmaceutical, a] MRI contrast agent, or a X- 
ray contrast agenV \o| /Claim 11 to a patient by 
injection or inf usi\omj_^( 2 ) imaging the area of the 
patient wherein theYathJerosclerosis is located. 



36. A method of imaging JLfcf&stenosis in a patient 
20 comprising: (1) adn\in\stering a diagnostic 

radiopharmaceutical, a ftfRI contrast agent, or a X- 
ray contrast agent of Claim 11 to a patient by 
injection or infusion; (2)\ imaging the area of the 
patient wherein the restenosis is located. 

25 

37. A method of imaging cardiac ischemia in a patient 
comprising: (1) administering^ a diagnostic 
radiopharmaceutical, a MRI contVast agent, or a X- 
ray contrast agent of Claim 11 t© a patient by 

30 injection or infusion; (2) imagingr the area of the 

myocardium wherein the ischemic region is located. 



38. A method of imaging myocardial repertoision injury m 
a patient comprising: (1) administering a 
35 diagnostic radiopharmaceutical, a MRI contrast 

agent, or a X-ray contrast agent of ClaiW 11 to a 
patient by injection or infusion; (2) imaging the 
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artea of myocardium wherein the reperfusion injury is 
located. 



39 



10 40. 



A metlrod of imaging cancer in a patient comprising: 

(1) administering a diagnostic radiopharmaceutical 
of Claim\l2 to a patient by injection or infusion; 

(2) imaging the patient using planar or SPECT gamma 
intigrapny, or positron emission tomography. 



sc 



A method of iNpaging cancer in a patient comprising: 
(1) administering a MR I contrast agent of Claim 27; 
and (2) imaging^ the patient using magnetic resonance 
imaging . 



15 41. A method of imaging 
(1) administering 
3 0 ; and ( 2 ) imaging\ 
tomography . 



inter xn a patient comprising: 
l-]£a.y contrast agent of Claim 
inpatient using X-ray computed 



20 42 



25 



A compound, comprising :\ a targeting moiety and a 
surfactant, wherein the targeting moiety is bound to 
the surfactant, is an indazole nonpeptide, and binds 
to a receptor that is upregulated during 
angiogenesis and the compound has 0-1 linking groups 
between the targeting moiety \and surfactant. 



30 



43. A compound according to Claim 4\2 , wherein the 
linking group is present between\ the targeting 
moiety and surfactant. 

44. A compound according to Claim 43, wherein the 
receptor is the integrin 0^3 orcXvp5\^ n( 3 the compound 
is of the formula: 



35 



(Q)d-Ln-Sf 
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wherein, Q is a independently a compound of Formulae (la) 
(lb) : 



11d 



10 




X 3d 

J w d — X d — Y d 



2d 



>10d 



(la) 



11d 



R 



1de. 



-N 



/ 




w d_ x d_ y d 



R 



10de 



(lb) 



including stereoisomeric forms thereof, or mixtures of 
stereoisomeric forms thereof, or pharmaceutically 
acceptable salt or prodrug forms thereof wherein: 

15 X ld is N, CH, C-W d -X d -Y d # or C- 

X 2d is N, CH, or C- W d - X d - Y d ; 

X 3d is N, CR lld , or C- W d - X d - Y d ; 

X 4d is N or CR lld ; 



20 provided that when R ld is R lde then one\ of X ld and X 2d is 
C-W d -X d -Y d , and when R 10d is R lde tshen X 3d is C- W d - 
X d - Y d ; 
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R ld is selected from: R lde , Ci-Ce alkyl substituted with 
0-1 or 0-1 R 21d , C3-C6 alkenyl substituted with 

0-1 R 15d >or 0-1 R 21d , C3-C7 cycloalkyl substituted 
with 0-1 R^f d )or 0-1 R 21d , C4-C11 cycloalkylalkyl 
substituted W/th 0-1 R 15d or 0-1 R 21d , aryl 
substitutec^wiVh 0-1 R 15d or 0-2 R lld or 0-1 R 21d , and 
aryl(Ci-C 6 alkyl\- substituted with 0-1 R 15d or 0-2 
R lld or 0-1 R 21d ; 
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R lde \is selected from: 




A and B d are independently -CH2-, -0- , -N(R 2 



or -C(=0) 
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aV and B ld are independently -CH 2 - or -N(R 3d )-; 

D d A -N(R 2d )-, -0-, -S-, -C(=0)- or -S0 2 -; 
5 \ 

E d_ F d i\ -C(R 4d )=C(R 5d )-, -N=C(R 4d )-, -C(R 4d )=N-, or - 
C(RV) 2 C(R 5d ) 2 -; 

J d , K d , L d a\id M d are independently selected from: 
10 -C(R 4d )\, -C(R 5d )- and -N- , provided that at least 

one of J d \ K d , L d and M d is not -N- ; 

R 2d is selected firom: H, Ci-C 6 alkyl , (Ci-C 6 

alkyl) carbony\ , (C1-C6 alkoxy ) carbonyl ; {C±-Ce 

15 alkyl ) aminocarbonyl , C3-C6 alkenyl, C3-C7 cycloalkyl, 

C4-C11 cycloalkyJSalkyl , aryl, heteroaryl (Ci-Ce 
alkyl ) carbonyl , hetyeroarylcarbonyl , 
aryl (Ci-Ce alkyl )\ , [XJ^i^-^Ce alkyl) carbonyl-., 
arylcarbonyl , Ci-c\\ aSLkylsulf onyl , arylsulf onyl , 

20 aryl(Ci-C6 alkyl ) sudKr onyl , heteroarylsulf onyl , 

heteroaryl (C1-C6 alkyl ) sulf onyl , aryloxycarbonyl , and 
aryl (C1-C6 alkoxy) carbonyl, wherein said aryl groups 
are substituted with 0-2 sVbstituents selected from 
the group consisting of C1-O4 alkyl, C1-C4 alkoxy, 

25 halo, CF3 , and nitro; 



30 



R 3d is selected from: H, C1-C6 alkyl AC3-C7 cycloalkyl, 

C4-C11 cycloalkylalkyl , aryl, ary\(Ci-C6 alkyl)-, and 
heteroaryl (C1-C6 alkyl) - ; 

R 4d and R 5d are independently selected froA: H, C1-C4 

alkoxy, NR 2d R 3d , halogen, N0 2 , CN, CF 3 ,\ci-C 6 alkyl, 
C3-C6 alkenyl, C3-C7 cycloalkyl, C4-C11 
cycloalkylalkyl, aryl, aryl(Ci-C6 alkyl) -\ (C1-C6 
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alkyl) carbonyl, (C1-C6 alkoxy) carbonyl , arylcarbonyl , 



1 or 



10 



alternatively, when substituents on adjacent atoms, R 4d 
ana R 5d can be taken together with the carbon atoms 
to V n i- cn they are attached to form a 5-7 membered 

)cyclic or 5-7 membered heterocyclic aromatic or 
non-aromatic ring system, said carbocyclic or 
heterocyclic ring being optionally substituted with 
0-2 gro\ips selected from: C1-C4 alkyl, C1-C4 alkoxy, 
halo, cyfe.no, amino, CF3 , and NO2 ; 



15 



20 



U d is 
-(CH 2 
~(CH 2 
-(CH 2 
-(CH 2 
-(CH-2 
-(CH 2 
~(CH 2 
-(CH 2 
-<CH 2 
- (CH 2 



selected ^rom: 

d_ 
n » 

n d { CR7d =C R8d)V C H 2 ) m d - , 
n d (C=C) (CH 2 ) m d \, 



, d Q(CH 2 ) 



d_ 



n d 0(CH 2 ) m d -, 
n d N(R 6d) (C H 2 ) 

n d C(=0) (CH 2 ) m d -, 
n d (C=0)N(R6d) (CH 2 ) m d - 
n d N(R6 d ) (C=0) (CH 2 ) m d - 
n d S(0)p d (CH 2 ) m d -; 



and 



25 wherein one or more of the mechylene groups in U d is 
optionally substituted with R 7d ; 



30 



Q d is selected from 1 , 2-cycloalkylene, 1 , 2-phenylene, 

1, 3-phenylene, 1, 4-phenylene A 2 , 3 -pyridinylene , 3,4- 
pyridinylene, 2 , 4-pyridinylene\ and 3,4- 
pyridazinylene ; 



R 6d is selected from: H, C1-C4 alkyl, or benzyl; 
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R\ d and R 8d are independently selected from: H, C1-C6 
\ alkyl, C3-C7 cycloalkyl, C4-C11 cycloalkylalkyl, 
\aryl, aryl(Ci-C6 alkyl)-, and 
Nheteroaryl (C0-C6 alkyl ) - ; 
5 \ 

R 10d is Selected from: H, R lde , C1-C4 alkoxy substituted 
withV-l R 21d / N(R 6d ) 2 , halogen, N0 2 , CN, CF 3 , 
C0 2 R 17 \ C(=0)R 17d , CONR 17d R 20d , -S0 2 R 17d , - 
SO 2 NR 17d R? 0d , Ci-C 6 alkyl substituted with 0-1 R 15d or 

10 0-1 R 21d , V3-C6 alkenyl substituted with 0-1 R 15d or 

0-1 R 21d , C3VC7 cycloalkyl substituted with 0-1 R 15d 
or 0-1 R 21d , Us4-Cn cycloalkylalkyl substituted with 
0-1 R 15d or 0-l\R 21d , aryl substituted with 0-1 R 15d 
or 0-2 R lld or 0^1 R 21d , and aryl (Ci-C 6 alkyl) - 

15 substituted with C\-l^R 15d or 0-2 R lld or 0-1 R 21d ; 

R 10de is selected from: ffi\ SZ1-C4 alkoxy substituted with 
0-1 R 21d , N(R 6d ) 2/ JLAgen, N0 2 , CN, CF 3 , C0 2 R 17d , 
C(=0)R 17d , CONR 17d R 20d , \s0 2 R 17d , -SO 2 NR 17d R 20d / Ci-Ce 

20 alkyl substituted with o\l R 15d or 0-1 R 21d , C 3 -C 6 

alkenyl substituted with Osr-1 R 15d or 0-1 R 21d , C3-C7 
cycloalkyl substituted withV0-l R 15d or 0-1 R 21d , 
C4-C11 cycloalkylalkyl substituted with 0-1 R 15d or 
0-1 R 21d , aryl substituted with. 0-1 R 15d or 0-2 R lld 

25 or 0-1 R 21d , and aryl(Ci-C6 alkyl)- substituted with 

0-1 R 15d or 0-2 R lld or 0-1 R 21d ; \ 

R lld is selected from H, halogen, CF3 , CNs, N0 2 , hydroxy, 

NR 2d R 3d / C1-C4 alkyl substituted with\p-l R 21d , C1-C4 
30 alkoxy substituted with 0-1 R 21d , arylXsubstituted 

with 0-1 R 21d , aryl(Ci-C6 alkyl)- substituted with 
0-1 R 21d , (C1-C4 alkoxy) carbonyl substituted with 0-1 
R 21d , (C1-C4 alkyl) carbonyl substituted with 0-1 R 21d , 
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^Ci-C4 alkylsulf onyl substituted with 0-1 R 21d , and 
.-C4 alkylaminosulf onyl substituted with 0-1 R 21d ; 

W d is selected from : 
5 - (C (R 12d ) 2\ q d C (=0)N(R 13d ) -, and 
-C (=0) -N(RW _ ( C (Rl2d) 2 ) q d_ . 

X d is -C(R 12d )\R 14d )-C(R 12d ) (R 15d )-; or 
10 alternatively, and X d can be taken together to be 



(C^ 2 ) q d C(=0) -n v _N-R 18d 



R 12d is selected from 
15 alkenyl, C2-C6 alk 

C4-C10 cycloalkylal 
and aryl (C1-C6 




ogen, C±-C$ alkyl, C2-C6 
3-C7 cycloalkyl, 
IV (C1-C4 alkyl ) carbonyl , aryl, 



R 13d is selected from H, Ci-C6\alkyl, C3-C7 
20 cycloalkylmethyl , and aryl\Ci~C6 alkyl)-; 



R 14d is selected " from: 

H, Ci-C 6 alkylthio (Ci-C 6 alkyl)\, aryl (C1-C10 
alkylthioalkyl) - , aryl(Ci~Cio alkoxyalkyl ) - , C1-C10 

25 alkyl, C1-C10 alkoxyalkyl, C±-Ce hVdroxyalkyl , C2-C10 

alkenyl, C2-C10 alkynyl , C3-C10 cycPoalkyl, C3-C10 
cycloalkylalkyl , aryl(Ci~C6 alkyl)-, laeteroaryl (C1-C6 
alkyl)-, aryl, heteroaryl, C0 2 R 17d , C(=^)R 17d , and 
CONR 17d R 20d , provided that any of the aboVe alkyl, 

30 cycloalkyl, aryl or heteroaryl groups mayXbe 

unsubstituted or substituted independently Vvith 0-1 
R i6d or o-2 R lld ; 
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10 



R 15 X is selected from: 

V H, R 16d , C1-C10 alkyl, C1-C10 alkoxyalkyl, 

.-Cio alkylaminoalkyl , C1-C10 dialkylaminoalkyl , 
(C^-Cio alkyl ) carbonyl , aryl (Ci-Ce alkyl ) carbonyl , 
Cl-Soo alkenyl, C1-C10 alkynyl , C3-C10 cycloalkyl, C3- 
Cio cVcloalkylalkyl , aryl (C1-C6 alkyl)-, 
heteroaryl (C1-C6 alkyl)-, aryl, heteroaryl, C0 2 R 17d , 
C(=0)R 1 ^?, CONR 17d R 20d , S0 2 R 17d , and SO 2 NR 17d R 20d , 
provided Vhat any of the above alkyl, cycloalkyl, 
aryl or heteroaryl groups may be unsubstituted or 
substitutedVindependently with 0-2 R lld ; 



Y d is selected from 
15 -COR 19d , -SO3H, \P03) 

CONHS0 2 R 17d , -CONt 
-NHS0 2 R 17d , -OPO3H 
S0 2 NHCOR 17d , -S0 2 NlfcfcC^ 



tetrazolyl, -CONHNHS0 2 CF 3 , - 
JHR 17d , -NHCOCF 3/ -NHCONHS0 2 R 17d , 
) 3 H, -P0 3 H 2 , -S0 3 H, - 



20 



/ 



N 



H 



N 



lCF3 



■N 



H 



and HO 



O 



O . 



R 16d i s selected from: 
_ N(R 20d) -c (=0) -0-R 17d , 
25 -N(R 20d ) -C (=0) -R 17d , 

_ N(R 20d) -c (=0) -NH-R 17d , 
-N(R 20d ) S0 2 -R 17d , and 
-N ( R 2 od ) S0 2 -NR 2 0d R 17d . 

30 R 17d is selected from: 
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10 



15 



c l~ c l0 alkyl optionally substituted with a bond to 
j n/ C3-C11 cycloalkyl optionally substituted with a 

md to L n , aryl(Ci-C6 alkyl)- optionally substituted 
wiVh a bond to L n , (C±-Cs alkyl ) aryl optionally 
substituted with a bond to L n/ heteroaryl (Ci-Ce 
alky IS) - optionally substituted with a bond to L n/ 
(Ci-C6\alkyl ) heteroaryl optionally substituted with a 
bond to\L n/ biaryl (C1-C6 alkyl)- optionally 
substituted with a bond to L n , heteroaryl optionally 
substituted with a bond to L n/ aryl optionally 
substituted with a bond to L n , biaryl optionally 
substituted Nwith a bond to L n , and a bond to L n , 
wherein said^aryl, biaryl or heteroaryl groups are 
also optionally^ Substituted with 0-3 substituents 
selected from tx/e ^roup : C1-C4 alkyl, C1-C4 alkoxy, 
aryl, heteroaryl ~ha/Lo , cyano, amino, CF3, and NO2 ; 



R 18d is selected from: 
-H, 

20 -C(=0) -0-R 17d , 
-C(=0) -R 17d , 
-C (=0) -NH-R 17d , 
-S0 2 -R 17d , and 
-SO 2 -NR 20d R 17d ; 

25 

R l9d i s selected from: hydroxy, cVCio alkyloxy, 

C3-C11 cycloalkyloxy , aryloxy A aryl (Ci-Ce alkoxy)-, 
C3-C10 alkylcarbonyloxyalkyloxyX C3-C10 
alkoxycarbonyloxyalkyloxy , 
30 C2-C10 ^l^oxycarbonylalkyloxy , 

C5-C10 cycloalkylcarbonyloxyalkylo: 
C5-C10 cycloalkoxycarbonyloxyalkylo: 
C5-C10 cycloalkoxycarbonylalkyloxy , 
C7-C11 aryloxycarbonylalkyloxy , 
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-8~Ci2 aryloxycarbonyloxyalkyloxy , 
CV-C12 arylcarbonyloxyalkyloxy , 
Cs-N^iO alkoxyalkylcarbonyloxyalkyloxy , 
Cs-C]sp (5-alkyl-l , 3 -dioxa-cyclopenten-2-one- 
yl) methyl oxy , C10-C14 ( 5-aryl-l , 3 -dioxa-cyclopenten- 
2-one-yi ) methyloxy , and 
(R lld ) (R^? d )N- (C1-C10 alkoxy)-; 

R 20d i s selectedNf rom: H, Ci-Cg alkyl, C3-C7 cycloalkyl, 
10 C4-C11 cycloalkylalkyl , aryl , aryl(Ci-C6 alkyl)-, and 

heteroaryl (Ci-CU alkyl) - ; 

R 21d i s selected from: \oOH and NR 6d 2 ; 



m 



15 n 



20 



25 



is 0-4 
is 0-4 
is 0-4 
is 0-2 
is 0-2 
is 0-2 



and 



with the following provisos: 

d d d d 

(1) t , n , m and q are chosen such r,hat the number of 

d \ 

atoms connecting R lcl and Y is in tije range of 10-14; 
and 

d d \ d 

(2) n and m are chosen such that the valine of n plus 

d d 
m is greater than one unless U is 

d d d 
-(CH 2 ) t Q (CH 2 ) m -; 



or Q is a peptide selected from the group; 
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J -R 2 



R 



and 



\ r 

L M' 



R 1 is L-vaJ\ine, D-valine or L-lysine optionally 

substituted on the £ amino group with a bond to L n ; 

5 R 2 is L-phenyJ^alanine, D-phenylalanine , 

D-l-naphtnylalanine, 2-aminothiazole-4-acetic acid 
or tyrosinA the tyrosine optionally substituted on 
the hydroxy g^roup with a bond to L n ; 

10 R 3 is D-valine; 



R 4 is D-tyrosine substii 
bond to L n ; 



;ute9\ on the hydroxy group with a 



15 provided that one of R 1 anJ^r\R 2 in each Q is substituted 

with a bond to L n , "and farther provided that when R 2 
is 2-aminothiazole-4-acet\_c acid, K is 
N-methylarginine ; 

20 provided that at least one Q is a Compound of Formula la 
or lb ; 

d is selected from 1, 2, 3, 4, 5, 6 , \7 , 8, 9, and 10; 

25 L n is a linking group having the formula: 

( (W) h - (CR 6 R 7 ) g ) x- < Z ) k - < (CR6a R 7a) g/ _ ( W ) h \) x , ; 



W is independently selected at each occurrence from the 

group: O, S, NH, NHC(=0), C(=0)NH, NR 8 C(\o), C(=0)N 
30 R 8 , C(=0), C(=0)0, OC(=0), NHC(=S)NH, NHC(^C)NH, S0 2 , 

S0 2 NH, (OCH 2 CH 2 ) 20-200/ (CH 2 CH 2 0 ) 20 -200 , ( OCH 2 C^ 2 CH 2 ) 20 - 
200/ (CH 2 CH 2 CH 2 0) 20-200/ and (aa)f; 
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aa Y s independently at each occurrence an amino acid; 

Z is\selected from the group: aryl substituted with 0-3 

10 / C3_io cycloalkyl substituted with 0-3 R 10 , and a 
5-\L0 membered heterocyclic ring system containing 
l-4\ heteroatoms independently selected from N, S, 
and \) and substituted with 0-3 R 10 ; 

10 R 6 , R 6a , R 7 ,\ R 7a , and R 8 are independently selected at 

each occurrence from the group: H, =0, COOH, SO3H, 

PO3H, C1AC5 alkyl substituted with 0-3 R 10 , aryl 
substituted with 0-3 R 10 , benzyl substituted with 0-3 
R 10 , and C1VC5 alkoxy substituted with 0-3 R 10 , 
15 NHC(=0)R 11 / (C(=0)NHR 11 / NHC ( =0) NHR 11 , NHR 11 , R 11 , and 

a bond to Sfr 



20 



R 10 is independently 
group : a bond 
OH, NHR 11 , SO3H 



>e/ected at each occurrence from the 
If, COOR 11 , C(=0)NHR 1:L , NHC(=0)R 1:1 , 
3H, -OP0 3 H 2/ -OSO3H, aryl 



25 



substituted with 0-3. R 11 , Ci_s alkyl substituted with 

0- 1 R 12 , C1-5 alkoxy substituted with 0-1 R 12 , and a 
5-10 membered heterocyclic ring system containing 

1- 4 heteroatoms independently selected from N, S, 
and O and substituted with 0-3 R 11 ; 



R 11 is independently selected at \each occurrence from the 
group: H, alkyl subs tituted With 0-1 R 12 , aryl 
substituted with 0-1 R 12 , a 5-Vo membered 
30 heterocyclic ring system containing 1-4 heteroatoms 

independently selected from N, S\ and O and 
substituted with 0-1 R 12 , C3-10 cy&loalkyl 
substituted with 0-1 R 12 , and a bon^ to Sf; 
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R\ 2 is a bond to Sf; 



10 



k is\ selected from 0, 1, and 2; 
h is ^elected from 0, 1, and 2; 
h' is ^elected from 0, 1, and 2; 

g is selected from 0, 1, 2, 3, 4, 5, 6, 7 , 8, 9, and 10; 
g' is selected from 0, 1, 2, 3, 4, 5, 6, 7, 8, 9, and 10; 
t' is selected from 0, 1, 2, 3, 4, 5, 6, 7, 8, 9, and 10; 
x is selected from 0, 1, 2, 3, 4, and 5; 
x' is selected from 0, 1, 2, 3, 4, and 5; 



Sf is a surfactant which is a lipid or a compound of the 
g- El " A 

formula: A 

15 A 9 is selected from tfae/gr/oup: OH and OR 27 ,* 



A 10 is OR 27 ; 



20 



R 27 is C(=O)Ci_20 alkyl; 



E 1 is Ci-io alkylene substituted with 1-3 R 28 ; 



25 



R 28 is independently selected atNeach occurrence from the 
group: R 30 , -PO3H-R 30 , =0, -CQ2R 29 / -C(=0)R 29 , 

-C(=0)N(R 29 ) 2 , -CH 2 OR 29 , -OR 2 9 ,\-N ( R 2 9 ) 2 , C1-C5 
alkyl, and C2-C4 alkenyl; 



R 29 is independently selected at each oc< 
group: R 30 , H, C1-C6 alkyl, phenyl, 
30 trif luoromethyl ; 



v urrence from the 
jenzyl , and 



R^O is a bond to L n ; 
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R\ de is selected from: 



N — A 

JR 6d ) { \ 

\ B«-M 



U* 3 (NR 6d )' 



T d =K d 



N 



(NR 6d )- 



Id 



B 



Id 




■U 41 (NR 6d ) 




0 



N -D d 



■U d (NR 6d ) 



N- 




NHR 



tf 3 



or 



NHR' 



2d 




d d 

5 A and B are independently -CH 2 -, -dv, -N(R 2d )-, or -C(=0) 



A ld and B ld are independently -CH 2 - or -N(R 3d )-; 



D is -N (R 2d ) - , -0-, -S-, -C(=0)- or -S0 2 - ; 



10 
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d\ d 

E V is -C(R 4d )=C(R 5d ) -N=C(R 4d )-, -C(R 4d )=N-, or - 



,C(R 4d ) 2 C(R 5d ) 2 -; 



d d\ d d 
J , K , \L and M are independently selected from: 

-C(I^ d )-, -C(R 5d )- and -N- , provided that at least 



one oi 



d d d d 
J , K , L and M is not -N- ; 



R 2d is selected from: H, Ci-C 6 alkyl, (Ci-C 6 

alkyl ) carnpnyl , (C±-Ce alkoxy ) carbonyl , C1-C6 

10 alkylaminocVrbonyl , C3-C6 alkenyl, C3-C7 cycloalkyl, 

C4-C11 cycloaSLkylalkyl , aryl, heteroaryl (Ci-Ce 
alkyl ) carbony^ heteroarylcarbonyl , aryl (C1-C6 
alkyl ) - t (Ci-CeVlkyl ) carbonyl , arylcarbonyl , 
alkylsulf onyl , aryylsulf onyl , aryl (C1-C6 

15 alkyl ) sulf onyl , he^teroarylsulf onyl , heteroaryl (Ci-Ce 

alkyl ) sulf onyl , ary\<^v/carbonyl , and aryl(Ci-C6 
alkoxy) carbonyl , whep^rin said aryl groups are 
substituted with 0-2V>s , utestituents selected from the 
group: C1-C4 alkyl, \C1XC4 alkoxy, halo, CF3 , and 

20 nitro; 



25 



30 



R 3d is selected from: H, Ci-Ce aJSkyl , C3-C7 cycloalkyl, 

C4-C11 cycloalkylalkyl , aryl ,\ aryl (Ci-Ce alkyl)-, and 
heteroaryl (Ci-Cg alkyl) - ; 

R 4d and R 5d are independently selecteckf rom: H, C1-C4 

alkoxy, NR 2d R 3d , halogen, N0 2 , CN,\cF 3 , Ci-C 6 alkyl, 
C3-C6 alkenyl, C3-C7 cycloalkyl, C4^n 
cycloalkylalkyl, aryl, aryMCi-Ce alftyl)-, C2-C7 
alkylcarbonyl , and arylcarbonyl or 



alternatively, when substituents on adjacent Natoms , R 4d 
and R 5d can be taken together with the carbon atoms 
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\to which they are attached to form a 5-7 membered 

irbocyclic or 5-7 membered heterocyclic aromatic or 

noti-aromatic ring system, said carbocyclic or 

heterocyclic ring being optionally substituted with 

0-2 igroups selected from: C1-C4 alkyl, C1-C4 alkoxy, 

haloAcyano, amino, CF3 , and NO2 ; 

d \ 
U is selected from: 

d 

-<CH 2 )n -* 

-(CH 2 ) n (CR 7d =Cf^ 8d ) (CH 2 ) m - 
d d 

-(CH 2 ) t Q (CH 2 ) m 

d d 
-(CH 2 ) n 0(CH 2 ) m 



15 



-(CH 2 ) n N(R^) (CH 2 ) : 

d d 
-(CH 2 ) n C(=0) (CH 2 ) m 

d d d 

-(CH 2 ) n S(0) p (CH 2 ) m - 



Vane 



wherein one or more of tize \methylene groups in U is 
optionally substituted yith R 7d ; 

d \ 
Q is selected from 1 , 2-phenylene , 1, 3-phenylene, 2,3- 

20 pyridinylene, 3 , 4-pyridinyr^ne, and 2,4- 

pyridinylene ; 

R 6d is selected from: H, C1-C4 alkyl\ and benzyl; 

25 R 7d and R 8d are independently selected Srom: H, C^— C5 
alkyl, C3-C7 cycloalkyl, C4-C11 cyciSoalkylalkyl , 
aryl, aryl (Ci-Ce alkyl)-, and hetero^yl (Co-Ce 
alkyl) - ; 



d d 
30 W is -C(=0)-N(R 13d )-(C(R 12d ) 2 )q - 
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X\is -C(R 12d ) (R 14d ) -C(R 12d ) (R 15d )-; 



d d 

alternatively, W and X can be taken together to be 



_T3l8d 



[ (CH 2 ) q d C(=0) -K^ JSf-R 



R i2d i s H or alkyl; 
d 

10 Y is selected frof 
-C0R 19d , -S0 3 H, 



/ 



N 



H 



N 



•CF3 



, and HO O; 



15 



20 



Z is selected from the group: aryl substituted with 0-1 

R 10 , C3-10 cycloalkyl substituted with 0-1 R 10 , and a 
5-10 membered heterocyclic ring system containing 
1-4 heteroatoms independently\selected from N, S, 
and O and substituted with 0-1 v*? 10 



R 6 , R 6a , R 7 , R 7a , and R 8 are independently selected at 

each occurrence from the group: H,\=0, COOH, SO3H, 

C1-C5 alkyl substituted with 0-1 R 10 \ aryl 
25 substituted with 0-1 R 10 , benzyl substituted with 0-1 

R 10 , and C1-C5 alkoxy substituted with \)-l R 10 , 
NHC(=0)R 11 / C(=0)NHR 11 / NHC ( =0 ) NHR 11 , NHR^- 1 , R 11 , and 
a bond to Sf; 
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is 0 or 1; 



Sf \Ls a surfactant which is a lipid or a compound of the 
formula : M 



A 10 is OR 2 ' 



10 R 27 is C(=0)c\_i5 alkyl; 



E 1 is Ci-4 alkyl\ne substituted with 1-3 R 28 ; 



15 R 28 is independent lyv selected at each occurrence from the 
group: R 30 , -PO^I-^ 3 / 3 , =0, -C02R 29 , -C(=0)R 29 , 



20 



-CH 2 OR 29 , -OR 29 , 



:i-C5 alkyl; 



R 2 ^ is independently sele^^d at each occurrence from the 
group: R 30 , H, C±-Q§ a\kyl , phenyl, and benzyl; 



25 



R^O is a bond to L n ; 

and a pharmaceutically acceptable ^alt thereof. 

46. A compound according to Claim 45\ wherein the 

present invention provides a compound selected from 
the group : 



30 DPPE-2- (6-aminohexanoylamino) -3- ( (1- (3- ( imiclazol-2 - 
ylamino) propyl) ( lH-indazol-5-yl ) ) carbon} 
amino) propanoic acid-dodecanoate conjugate ; 
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0)\amino-PEG3400-2~ ( 6-aminohexanoylamino) -3- ( (1- (3- 
( imidazol-2-ylamino) propyl) ( lH-indazol-5- 
^1) ) carbonyl -amino) propanoic acid; and 

co-aminoVPEG34oo-Glu- (2- ( 6-aminohexanoylamino) -3- ( ( 1- (3- 
( imaSdazol-2-ylamino) -propyl) ( lH-indazol-5- 
yl) ) carbonyl -amino ) propanoic acid) 2- 



47 



10 



15 



20 



48 



An ultrasound contrast agent composition, 
comprising : 

(a) a compound of Claim 44, comprising: an indazole 
that binds Vo the integrin or Ovf$5 a surfactant 
and a linking group between the indazole and the 
surfactant ; 

(b) a parentetalwj acceptable carrier; and, 

(c) an echogenloy gas . 



An ultrasound c 
47, further com; 
3-phosphatidic 7 ac 



is 



id 



ast agent composition of Claim 
ng : 1,2 -dipalmi toyl-sn-glycero- 
1 , 2-dipalmitoyl-sn-glycero-3 - 



phosphatidylcholine, ^nd N- (methoxypolyethylene 
glycol 5000 carbamoyl) -Nl , 2-dipalmitoyl-sn-glycero-3 - 
phosphatidylethanolamineN 



25 49. An ultrasound contrast agei 
48, wherein the echogenic 
perf luorocarbon . 



composition of Claim 
is a C2-5 



50. A method of imaging cancer in a jpatient comprising: 
30 (1) administering, by injection orL infusion, a 

ultrasound contrast agent composition of Claim 44 to 
a patient; and (2) imaging the patient using 
sonography . 
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51. A, method of imaging therapeutic angiogenesis in a 
patient comprising: (1) administering, by injection 
or infusion, an ultrasound contrast agent 
composition of Claim 42 to a patient; (2) imaging 
the area of the patient wherein the desired 
formation of new blood vessels is located. 

52 . A method \f imaging atherosclerosis in a patient 
comprising^ (1) administering, by injection or 

10 infusion, a\i ultrasound contrast agent composition 

of Claim 42 ^to a patient; (2) imaging the area of 
the patient wl&erein the atherosclerosis is located, 

53 . A method of imaging restenosis in a patient 
15 comprising: ( 1 ) \administering, by injection or 

infusion, an ultrasound contrast agent composition 
of Claim 42 to a pafcie/jft ; (2) imaging the area of 
the patient wherein \tj£fe restenosis is located. 



20 54 



25 



A method of imaging cardiac ischemia in a patient 
comprising: (1) adiftinilfetering, by injection or 
infusion, an ultrasound contrast agent composition 
of Claim 42 to a patient ;\ (2) imaging the area of 
the myocardium wherein the\ischemic region is 
located. 



30 



55. A method of imaging myocardial reperfusion injury in 
a patient comprising: (1) administering, by 
injection or infusion, an ultrasound contrast agent 
composition of Claim 42 to a patient; (2) imaging 
the area of myocardium wherein th^ reperfusion 
injury is located. 



56. A therapeutic radiopharmaceutical composition, 
35 comprising: 

(a) a therapeutic radiopharmaceutical c\f Claim 19; 
and, 
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(b) a parenteral ly acceptable carrier. 



57 



A diagnostic pharmaceutical composition, comprising: 

(a) a diagnostic radiopharmaceutical, a MRI contrast 
agent, or a X-ray contest agent of Claim 11; and, 

(b) a parenterally acceptable carrier. 



58. ftvkit for treating cancer, comprising a compound of 
Clal^m 1, or a pharmaceutically acceptable salt 

and at least one agent selected from the 
10 group consisting of a chemo therapeutic agent and a 

radiosensiti^er agent, or a pharmaceutically 
acceptable salt\±ereof , and a pharmaceutically 
acceptable carrier 




15 59 



20 



25 



30 



35 




A kit according to claim 5^ wherein said kit 
comprises a plurality of separate containers, 
wherein at least one of said containers contains a 
compound of Claim 1, or a pharmacentically 
acceptable salt thereof, and at leas\another of 
said containers contains one or more ag^ts selected 
from the group consisting of a chemo therapeutic 
agent and a radiosensitizer agent, or a 
pharmaceutically acceptable salt thereof, and a N 
pharmaceutically acceptable carrier. 



60. A kit according to Claim 58, wherein the 

chemo therapeutic agent is selected from the group 
consisting of mitomycin, tretinoin, ribomustin, 
gemcitabine, vincristine, etoposide, cladribine, 
mitobronitol , methotrexate , doxorubicin , carboquone , 
pentostatin, nitracrine, zinostatin, cetrorelix, 
letrozole, raltitrexed, daunorubicin, fadrozole, 
fotemustine, thymalf asin, sobuzoxane, nedaplatin, 
cytarabine , bicalutamide , vinorelbine , vesnarinone , 
aminoglutethimide , amsacrine , proglumide , 
elliptinium acetate, ketanserin, doxif luridine , 
etretinate, isotretinoin, streptozocin, nimustine, 



-351- 



DM-6999A 

vindesine, flutamide, drogenil, butocin, carmofur, 
razoxane, sizofilan, carboplatin, mitolactol, 
tegafur, if osf amide, prednimustine, picibanil, 
levamisole, teniposide, improsulf an, enocitabine, 
5 lisuride, oxymetholone, tamoxifen, progesterone, 

mepitiostane, epitiostanol , formestane, interferon- 
alpha, interferon-2 alpha, interf eron-beta, 
interf eron-gamma, colony stimulating factor-1, 
colony stimulating f actor-2 , denileukin diftitox, 
10 interleukin-2 , and leutinizing hormone releasing 

factor . 

A kit according to Claim 58, wherein the 
chemotherapeutic agent is selected from the group 
consisting of mitomycin, tretinoin, ribomustin, 
gemcitabine, vincristine, etoposide, cladribine, 
mitobronitol , methotrexate, doxorubicin, carboquone, 
pentostatin, nitracrine, zinostatin, cetrorelix, 
letrozole, raltitrexed, daunorubicin, fadrozole, 
fotemustine, thymalfasin, sobuzoxane, nedaplatin, 
cytarabine , bicalutamide , vinorelbine , vesnar inone , 
aminoglutethimide , amsacr ine , proglumide , 
elliptinium acetate, ketanserin, doxif luridine , 
etretinate, isotretinoin, streptozocin, nimustine, 
vindesine, flutamide, drogenil, butocin, carmofur, 
razoxane, sizofilan, carboplatin, mitolactol, 
tegafur, if osf amide, prednimustine, picibanil, 
levamisole, teniposide, improsulfan, enocitabine, 
and lisuride . 

62. A kit according to Claim 58 wherein the 
chemotherapeutic agent is selected from the group 
consisting of oxymetholone, tamoxifen, progesterone, 
mepitiostane, epitiostanol, and formestane. 

35 

63 . A kit according to Claim 58 wherein the 

chemotherapeutic agent is selected from the group 
consisting of interf eron-alpha, interferon-2 alpha, 




61. 

15 
20 
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interf eron-beta, interf eron-gamma , colony 
stimulating factor-1, colony stimulating factor-2, 
denileukin diftitox, interleukin-2 , and leutinizing 
hormone releasing factor. 

5 

64. A kit according to Claim 58, wherein radiosensitizer 
agent is selected from the group consiting of 2-(3- 
nitro-1, 2, 4-triazol-l-yl ) -N- (2- 

methoxyethyl ) acetamide, N- ( 3 -nitro-4-quinolinyl ) -4- 
10 morpholinecarboxamidine, 3-amino-l ,2,4- 

benzotriazine-1 , „4 -dioxide, N- (2 -hydroxy ethyl) -2- 
nitroimidazole-1 -acetamide , 1- ( 2-nitroimidazol-l- 
yl) -3- ( 1-piperidinyl ) -2-propanol , and 1- (2-nitro-l- 
imidazolyl) -3- ( 1-aziridino) -2-propanol . 



US 



65. ^A therapeutic metallopharmaceutical composition 
according to claim 11, wherein the 
metiallopharmaceutical is a therapeutic 
radiopharmaceutical, further comprising at least one 
agent selected from the group consisting of a 
chemo therapeutic agent and a radiosensitizer agent, 
or a pharmaceutically acceptable salt thereof. 



66. A therapeutic\metallopharmaceutical composition 
25 according to cJNaim 65, wherein the chemotherapeutic 

agent is selected from the group consisting of 
mitomycin, tretinoin, ribomustin, gemcitabine, 
vincristine, etoposisde, cladribine, mitobronitol , 
methotrexate, doxorubicin, carboquone, pentostatin, 
30 nitracrine, zinostatinX cetrorelix, letrozole, 

raltitrexed, daunorubicifo, fadrozole, fotemustine, 
thymalfasin, sobuzoxane, n^daplatin, cytarabine, 
bicalutamide , vinorelbine , Vesnarinone , 
aminoglutethimide , amsacr ine Xproglumide , 
35 elliptinium acetate, ketanserirk doxif luridine , 

etretinate, isotretinoin, streptoizocin, nimustine, 
vindesine, flutamide, drogenil, butocin, carmofur, 
razoxane, sizofilan, carboplatin, m^stolactol , 
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Legafur, if osf amide, prednimustine , picibanil, 
levamisole, teniposide, improsulfan, enocitabine, 
lisViride, oxymetholone , tamoxifen, progesterone, 
mepiKiostane, epitiostanol , formestane, interferon- 
alphaXinterf eron-2 alpha, inter f eron-beta, 
interf eison-gamma, colony stimulating factor-1, 
colony stimulating factor-2, denileukin diftitox, 
interleuki\-2 , and leutinizing hormone releasing 
factor . 

A therapeutic metallopharmaceutical composition 
according to claim 65, wherein radiosensitizer agent 
is selected from tshe group consiting of 2-(3-nitro- 
1,2, 4-triazol-l-yl )\n- (2-methoxyethyl ) acetamide, N- 
( 3 -nitro-4-quinolinyiS) -4-morpholinecarboxamidine , 3 - 
amino-1 , 2 , 4-benzotriaz\ne-l , 4-dioxide, N- (2- 
hydroxyethyl) -2 -ni troimrdazole-l-acetamide , 1- (2- 
nitroimidazol-l-yl ) -3- ( 1 -paper idinyl ) -2-propanol, 
and 1- (2-nitro-l-imidazolyl\-3- ( 1-aziridino ) -2- 
propanol . 



68. A method of treating cancer in aNpatient comprising; 
administering to a patient in need\thereof a 
therapeutic radiopharmaceutical of Claim 19 or a 
25 pharmaceutically acceptable salt thereof, and at 

least one agent selected from the group \onsisting 
of a chemotherapeutic agent and a radiosensitizer 
agent, or a pharmaceutically acceptable salr* 
thereof . . 



69. A method of treating cancer according to claim 68, 
wherein the administration is by injection or 
infusion . 



35 70. A method according to claim 68 wherein administering 
the therapeutic radiopharmaceutical and agent is 
concurrent . 
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71. A method according to claim 68 wherein administering 
the therapeutic radiopharmaceutical and agent is 
sequential . 

5 72. A method according to claim 68 wherein the cancer is 
selected from the group consisting of carcinomas of 
the lung, breast, ovary, stomach, pancreas, larynx, 
esophagus, testes, liver, parotid, biliary tract, 
colon, rectum, cervix, uterus, endometrium, kidney, 
10 bladder, prostate , thyroid, squamous cell carcinomas, 

adenocarcinomas, small cell carcinomas, melanomas, 
gliomas, and neuroblastomas. 



73 . A method according to claim 68 wherein the 

15 chemotherapeutic agent is selected from the group 

consisting of mitomycin, tretinoin, ribomustin, 
gemcitabine, vincristine, etoposide, cladribine, 
mitobronitol , methotrexate , doxorubicin, carboquone , 
pentostatin, nitracrine, zinostatin, cetrorelix, 

20 letrozole, raltitrexed, daunorubicin, fadrozole, 

fotemustine, thymalfasin, sobuzoxane, nedaplatin, 
cytarabine , bicalutamide , vinorelbine , vesnarinone , 
aminoglutethimide , amsacrine , proglumide , 
elliptinium acetate, ketanserin, doxif luridine , 

25 etretinate, isotretinoin, streptozocin , nimustine, 

vindesine, flutamide, drogenil, butocin, carmofur, 
razoxane, sizofilan, carboplatin, mitolactol, 
tegafur, if osf amide, prednimustine , picibanil, 
levamisole, teniposide, improsulfan, enocitabine, 

30 lisuride, oxymetholone , tamoxifen, progesterone, 

mepitiostane, epitiostanol , f ormestane, interf eron- 
alpha, interferon-2 alpha, interf eron-beta, 
interf eron-gamma, colony stimulating factor-1, 
colony stimulating factor-2, denileukin diftitox, 

35 interleukin-2 , and leutinizing hormone releasing 

factor . 
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74. A method according to claim 68 wherein the 

radiosensitizer agent is selected from the group 
cons i ting of 2- (3-nitro-l, 2 , 4-triazol-l-yl ) -N- (2- 
methoxyethyl ) acetamide , N- ( 3 -nitro-4-quinolinyl ) -4- 
morpholinecarboxamidine, 3-amino-l ,2,4- 
benzotriazine-1, 4-dioxide, N- (2 -hydroxy ethyl ) -2- 
nitroimidazole-1 -acetamide, 1- (2-nitroimidazol-l- 
yl) -3- ( 1-piperidinyl ) -2-propanol, and 1- (2-nitro-l- 
imidazolyl) -3- ( 1-aziridino ) -2-propanol . 



75. A process £^r the preparation of diagnostic or 

therapeutic metsallopharmaceutical composition, said 
process comprisincJxgenerating a macrostructure from 
a plurality of molecu'iajrN components wherein the 
plurality of componentsl^icludes a targeting moiety 
and a chelator, wherein the\targeting moiety is a 
indazole nonpeptide, which is\ound to the chelator, 
and binds to a receptor that is unregulated during 
angiogenesis and the compound has 0-!tsl inking groups 
between the ta rgeting moietv and chelatV. 



